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Haemolytic disease of the newborn can now be diagnosed 
with certainty at the moment of birth by means of the direct 
Coombs test. However, since this test seems to be positive 
in all cases of haemolytic disease, criteria are needed to 
assess the severity of individual cases. Such criteria are 
not only desirable for the purpose of deciding whether 
a case requires treatment but are essential for the orderly 
presentation of data. Of course it is possible to divide cases 
into the broad classes of hydrops foetalis, icterus gravis 
neonatorum, and congenital anaemia of the newborn, but 
close study of the disease reveals every possible gradation 
between these classes, and any division between them must 
be arbitrary. Because of this difficulty of grading it is 
impossible to tell whether different published series of 
affected infants include similar proportions of severe, 
moderate, and mild cases; and it is thus impossible to 
form precise conclusions on the value of different methods 
of therapy. 

Wiener (1946) suggested that the form of anti-Rh in the 
mother’s serum determines the clinical manifestations of 
haemolytic disease in her infant, but he has recently modi- 
fied this opinion and now suggests that “ blocking” anti- 
bodies play the dominant part and that their titre is roughly 
proportional to the severity of the disease (Wiener and 
Gordon, 1948); and Davidsohn and Stern (1948) have 
presented evidence that “blocking” antibodies are asso- 
ciated with.more severe forms of the disease than are 
, Saline agglutinins. Nevertheless, present opinion has prob- 
ably been fairly summed up by Diamond (1947): “A 
prognosis based on antibody tests . . . must be offered 
with reservations.” 

Doubtless the search for measurable criteria of severity 
| has been discouraged by the general belief that, in some 
cases at least, the disease “‘ comes on,” or at least increases 
in severity, after birth. If this were true it would be 
extremely difficult to make comparisons between cases in 
view of the variable changes in haemoglobin and bilirubin 
values that occur after birth as normal phenomena. How- 
ever, close study of the disease suggests that in fact the 
haemolytic process is maximal at birth. 

This paper presents evidence that the haemoglobin value 
of the cord blood, determined by an accurate method, is a 
satisfactory criterion of severity and that knowledge of this 
value enables one, within limits, to give a reliable prognosis. 


Clinical Material 
Normal Infants—In the course of this work cord blood 
was collected from 52 healthy full-term infants ; in addi- 
tion, venous samples were taken from many of these infants 
some hours after birth. In 12 of these latter cases the cord 
was deliberately clamped immediately after the birth of the 


infant, and in a further 12 cases the cord was left untied 
for a full five minutes after birth. Finally, capillary samples 
of blood were taken on the first day of life from a further 
33 healthy infants, including 22 from whom venous samples 
were taken simultaneously. 

Infants with Haemolytic Disease-—Seventy-four affected 
infants were studied, although not all of the, tests described 
below were made on every case. All these infants were 
born to D-negative mothers whose sera contained anti-D 
(with or without traces of anti-C or anti-E). In most cases 
the presence of antibody was first detected by routine tests 
during pregnancy. Sixty-nine of the infants were born 


‘alive, and all were demonstrated to be positive to the direct 


Coombs test ; in a few cases in which the mother had not 
been tested during pregnancy, and in which the infant was. 
seen by us only after it had developed signs suggestive 
of haemolytic disease, the diagnosis was first established 
by the finding of a positive direct Coombs reaction. The 
blood of five stillborn infants was not tested. 


TABLE I 
reatment 
Exchange 
Sim 
Ti Psion Transfusion 
Cord 1 19 
sof moribund 
| 20 Few hours — birth 0 20 
17 2-5 da 13 2 
6 Untested 6 0 0 
(5 stillborn, | moribund) | 
74 19 | 14 41 


Fifty infants were seen and tested on the day of birth 
(see Table I), and the findings in this group form the data 
from which our main conclusions have been drawn. Ten of 
these infants were not treated—in three cases because they 
were moribund and in seven because they were considered 
to be too mildly affected; all of these seven recovered 
uneventfully. In one further mild case a simple transfusion 
of Rh-negative blood had to be given on the first day of life 
because the infant bled from its cord. The remaining 
39 cases in this group were treated by exchange transfusion. 
‘Thus treatment was essentially uniform, and it seems justi- 
fiable to draw conclusions about the severity of the indi- 
vidual cases from the outcome. 

In 18 further cases the infant was not tested until after 
the first day of life. The findings in this group have been 
used to supplement conclusions reached from the main 
50 cases. 

Of the 74 cases, 63 formed the material for a previous 
communication on tre.tment (Mollison and Cutbush, 1948). 
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The present paper is concerned with different aspects of 
the same group of cases and of a further group of cases 
seen more recently. 


Methods 


Blood Samples—Whenever possible cord blood was 
examined. After tying the cord, blood was obtained with 
a dry syringe and needle by puncture of the umbilical vein 
at some point on the placental side of the ligature. When 
cord blood was not available a venous sample was obtained 
when the infant was first seen, usually within a few hours 
of birth. In almost all the cases in the present series, both 
in normal and in affected infants, this sample was taken 
by passing a fine plastic catheter up the umbilical vein ; 
1-2 ml. of blood was withdrawn and rejected before taking 
the sample for testing. A few venous samples taken on the 
first day and all those taken subsequently were obtained 
from a scalp vein, the external jugular vein, or the femoral 
vein ; a scalp vein was used in the great majority of cases. 
Capillary samples were taken in duplicate from the heel 
after first warming it in water at approximately 40° C. for 
at least three minutes. 

Determination of Haemoglobin—Haemoglobin was 
measured as alkaline haematin in the photoelectric 
colorimeter ; the method employed was essentially that 
of Wu (1922) as used by Clegg and King (1942). Into 
4 ml. of N/10 HCl 20 c.mm. of blood was pipetted. After 
not less than 40 minutes 1 ml. of N/1 NaOH was added and 
mixed. (In cases of urgency, alkali was added at the end 
of 5-10 minutes after tests had shown that this did not lead 
to lower readings.) The samples were then read in optical 
cells of a thickness of 10 mm. against a water blank, using 
a green filter (Chance, O Gr I). During the early part 
of this work determinations were always made in duplicate, 
but after an analysis had revealed that the variance of 
replicate samples taken from venous blood was small only 
single determinations were made. Since the variance of 
replicate samples of capillary blood was rather greater, 
duplicate samples were estimated throughout. 

The 20-c.mm., 4-ml., and 1-ml. pipettes used were cali- 
brated and only those having errors within 0.3% of their 
stated capacity were employed. 

The standard deviation of replicate samples was kindly 
calculated for us by Dr. Cheeseman (of the M.R.C. Group 
for Statistical Research) from 52 duplicate estimations on 
venous samples and 102 duplicate estimations on capillary 
samples. The venous samples had an S.D. of 0.26 from 
a general mean galvanometer reading of 24.4; this corre- 
sponds to an S.D. of 0.17 g. % of haemoglobin. The capil- 
lary samples had an S.D. of 0.46 from a general mean 
galvanometer reading of 25.2. 

Haemoglobin. Standardization—The Gibson—Harrison 
permanent artificial standard (Gibson and Harrison, 
1945), obtained from British Drug Houses, Ltd., was 
used throughout, the solution being boiled for four minutes 
and cooled before reading. In accordance with a personal 
communication from Dr. Q. H. Gibson the value of this 
standard was taken to be 16.1 g. % (in terms of iron) and 
not 16.0 g. %. As a further check the iron content of a 
sample of blood was determined by Dr. I. D. P. Wootton, 
using the “London modified” method described by King 
et al. (1948). . This method is claimed to be accurate to 
within 0.3%. Eight replicate samples of the same blood 
wete tested by our standard colorimetric method. The 
following results were obtained : Mean galvanometer read- 
ing of eight samples, 26.0; reading of Gibson—Harrison 
standard (boiled and cooled in the usual way and diluted 
to 2 parts in 5 with distilled water), 25.8. The blood sample 
is thus estimated to have had a haemoglobin value of 
16.2 g. % (the measurements having been made at approxi- 
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mately 18° C.). Dr. Wootton’s estimate of the Seamogiotll 
concentration, equivalent to the iron content of this sample, 
was also 16.2 g. %. 

Plasma Bilirubin Estimations—The method of Haslewood 
and King (1937) adapted for the photoelectric colorimeter 
(King, 1947) was used, with the important modification 
(King and Wootton, 1948) of diluting the plasma with 
buffer if the readings were found or expected to exceed 
one and a half times the standard. This modification leads 
to considerably higher readings than those given by the 
original method and no doubt goes a long way towards 
meeting criticisms of the method (e.g., Gray and Whidborne, 
1946). It is not yet known whether this modified precipita- 
tion method still gives lower results than the method of 
Malloy and Evelyn (1937). Determinations were always 
made upon venous samples ; haemolysed plasma samples 
were discarded. 

Serological Tests 

(a) Direct Coombs Test (Coombs, Mourant, a Race, 
1946).—After washing the erythrocytes three times in saline 
a 10% suspension (approx.) was prepared and one drop 
of this was mixed with one drop of anti-globulin serum 
on a flat opal tile. After half a minute the tile was slowly 
and gently rocked over a lighted box and examined with 
the naked eye for agglutination. If no definite agglutination 
developed within six minutes the test was considered nega- 
tive. It was noted that different anti-globulin sera varied 
greatly in potency, and the reagent in use was tested from 
time to time as follows: 

Normal Rh-positive cells were incubated with a serum 
known to contain only a trace of anti-Rh ; the cells were 
then washed and tested against the anti-globulin serum. 
Even with potent reagents the reaction was never strong, 
and with moderate or weak anti-globulin sera there was 
no reaction at all. Through the generosity of colleagues 
we were fortunate in being able to maintain stocks of anti- 
globulin sera which would agglutinate such weakly sensitized 
cells. 


The anti-globulin sera had been absorbed with human } 


erythrocytes of different groups and were always diluted 
with saline to 1 in 20 or 1 in 50, depending upon their 
strength ; they were nevertheless tested against washed 
unsensitized cells of different groups from time to time 
to see that they did not give non-specific agglutination. 
Occasionally when these tests were being read it was noted 
that a faint granularity developed after about 10 minutes’ 
rocking on the slide, even though it was known that the 
cells were unsensitized. For this reason the convention 
was adopted of discounting any reactions developing after 
more than six minutes’ rocking. 

(b) Indirect Coombs Test-——Two volumes of serum were 
incubated at 37° C. with one volume of a 20% suspension 
of known O Rh-positive cells (usually CDe/CDe) for not 
less than 30 minutes. The cells were then washed and 
tested as above. 

(c) Titrations in Saline and Albumin.—The technique 
of Boorman et al. (1942) was used for saline titrations. 
For albumin titrations the sera were diluted in 30% bovine 
albumin and tested against cells suspended in 20% albumin 
(Diamond and Denton, 1945). Readings were made in 
conformity with the technique described in M.R.C. 
Memorandum No. 19 (1948). 

(d) Rh-testing—Mothers and infants were tested against 
a potent anti-D serum. 


Measurement of Venous Pressure 
In some of the earlier cases in this series it was noted 
that when the cord was cut a few hours after birth, for the 
purpose of carrying out an exchange transfusion, blood 
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gushed violently from the vein. In some of the later cases 
venous pressure was measured as follows: 

With the infant supine on a flat surface, a plastic catheter 
was passed up the umbilical vein for a distance of approxi- 
mately 2+ in. (6.25 cm.); a little blood was withdrawn 
and the catheter was then connected to a fine-bored saline 
manometer. The level of saline in the manometer was 
raised above the expected venous pressure and_ allowed 
to run in slowly until equilibrium was attained and the 
infant was quiet. The readings were referred to the level 
of the lower part of the front of the chest, using a wooden 
rule and spirit level. 


Results: A. Haemoglobin Values 
Normal Infants 


(a) Cord Blood.—The results of 52 tests on normal infants 
are plotted in Chart 1 ; their mean value was 16.35 g.% and their 
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Cuart 1.—Hb values in normal infants and in infants with haemo- 
lytic disease. I, cord blood; II, venous blood taken a few hours 
after birth. In II, series “A” are affected infants whose cord Hb 
r also a in I. Series B are infants whose cord Hb was-not 
letermined. 


§.D. 1.34. -The normal range throughout this paper has been 
expressed as “ observed mean +2 S.D.,” which gives a calculated 
range of 13.7—-19 g.%, rather than the observed range of 14— 
19.4 g.%. 

(b) First Day ; Venous Blood.—The mean of 43 observations 
was 18.45 g.% (S.D.=2.04); these observations are also plotted 
in Chart 1. Again the calculated normal range (mean +2 S.D.) 


as been considered as the normal range in this paper. 

(c) First Day; Capillary Blood—The mean value of 33 
Observations* was 19.1 g.°, (S.D.=1.84). 

(d) Changes in Individual Cases——In Chart 2 the changes in 
our selected cases are illustrated. It will be noted that;when 
e cord is tied late the haemoglobin value a few hours after 


*This group of observations is not strictly comparable with (b). 
Direct comparisons on the same infants have revealed distinctly 
ater differences between capillary and venous samples. 


birth is considerably higher than 
that of cord blood, whereas 
when it is clamped immediately 
after birth there is little or no 
rise in the haemoglobin value. 
(For detailed observations upon 
this phenomenon, see De Marsh 
et al., 1942; these illustrative 
normal cases are described be- 
cause they have such a very 
important bearing on _ the 
changes observed in the affec- effects of early and late tying 
ted infants.) of the cord. 
‘(e) Haemoglobin Values After 

the First Day of Life-——Only a small group of normal infants 
was tested at intervals during the first 60 days of life. No infant 
had a haemoglobin value of less than 11 g.% during this period. 


Affected Infants 

(a) Cord Blood.—Thirty infants were tested; 14 had values 
within the normal range and 16 had values below it, ranging 
from 3.4 to 12.8 g.%. No deaths occurred among the infants 
with normal values, whereas there were 10 deaths among the 16 
anaemic infants. Moreover, among the 10 infants with cord 
haemoglobin values below 8 g.% there were only two survivors 
(see Chart 1). 

(b) First Day; Venous Blood.—Forty-three infants were 
tested; 14 had values within the normal range and 29 had 
values below it, varying from 3.7 to 14.3 g.%. These 43 cases 
included 23 whose cord-blood haemoglobin had been deter- 
mined. As expected, the first-day values were on the average 
higher. At the same time the difference was a small one, and 
this was probably because in many instances the cord had 
deliberately been clamped as soon after birth as possible. 

There were two cases of special interest: two infants whose 
cord-blood haemoglobin had been 12.3 and 12.8 g.% were found 
a few hours later to have values of 15 and 15.4 g.% respectively. 
Thus these two infants had values definitely below the normal 
range in cord blood, but a few hours after birth, doubtless owing 
to the fact that they recovered a fair amount of placental blood, 
they had values within the normal range ; that is to say, haemo- - 
globin values no lower than that of a normal infant recover- 
ing little or no placental blood. 

Of the 20 infants whose cord blood was not tested but from 
whom a venous sample was taken a few hours after birth 
four died subsequently ; the haemoglobin value of all these 
four infants was below 12 g.%. 

(c) First Day ; Capillary Samples—In a few infants capillary 
samples were taken at the same time as venous samples ; as in 
normal infants, the capillary samples gave distinctly higher values. 

In Chart 3 are plotted the haemoglobin values observed in one 
affected and one normal infant. The affected infant is one of 
the two mentioned above 
whose cord haemoglobin value "MASKING OF ANAEMIA ON FIRST 
was 12.8 g.% and whose first- a 
day venous haemoglobin value _, 
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Cuart  2.—Four normal 
infants selected to illustrate the 


was 15.4 g.%; capillary 
samples taken at the same “™ | | 
time as the “first-day venous” 
sample showed a further rise 
to 18 g.%. Thus it is clear 
that a haemoglobin value of 7 try 


18 g.% in a capillary sample 
taken from an infant a few "9 
hours after birth does not ta 


exclude the possibility that a ‘ 
definite anaemia existed at the 
moment of birth. 

The normal infant’s cord 
haemoglobin value was 2.4 
g.% higher than that of the 
affected infant, but because it 
recovered little placental blood 
its venous and capillary haemo- 
globin values.a few hours later 
were no higher than those of 
the affected infant. 


Cuart 3.—The Hb value of an 
infant may rise from 12.9 to 
15.4 g.% within a few hours of 
birth, owing to the transfer of 

acental blood; on the other 
and, the Hb value may change 
only from 15.2 to 15.8 g.% in an 


infant who’ receives a negligible 
amount of placental blood. The 


difference between two 
infants is thus temporarily 
masked. Capillary sam 


usually give considerably higher 
values. than venous samples and 
thus further mask anaemia. 


| 
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(d) Haemoglobin Values After the First Day of Life.— 
Seven infants with cord haemoglobin values between 15.1 and 
18.7 g.% were left untreated; two other infants seen for the 
first time during the first three days of life were also 
judged to be-very mildly affected (haemoglobin value within 
the normal range, mild icterus, weak positive direct Coombs 
reaction) and were not treated; one further infant was first 
seen on the 30th day of life and then found to have a moderately 
strong positive direct Coombs reaction. This infant was known 
to have shown no trace of jaundice in the neonatal period. The 
haemoglobin changes during the first two months of life in 
these ten. mildly affected infants are plotted in Chart 4. In 


HB 
POSITIVE OIRECT CODMBS TEST 
NEGATIVE OIRECT TEST 


E202 


+ 
IN « DAYS 
Cuart 4.—Hb changes in 10 very mild cases of haemolytic disease. 


Cord blood: range, 15.1-18.7 g.% (7 cases tested); 30-day venous 
sample: range 8.2-18 g.% (10 cases tested). 


AGE 


addition, an indication is given of the time for which the direct 
Coombs test remained positive. It is clear that an infant can 
have a positive direct Coombs reaction for one and even two 
months after birth without developing any serious degree of 
anaemia, and can have a positive reaction for two to three 
weeks without developing any subsequent anaemia at all. 

In the cases treated by exchange transfusion the infant was 
usually provided with a concentration of some 4-5.5 million 
Rh-negative erythrocytes per c.mm., and this population of 
cells disappeared at the rate of only 1% a day (with a single 
exception). Only in two cases in which the infant grew unusually 
rapidly and in two cases in which the infant was provided with a 
concentration of less than 3.5 million Rh-negative cells per 
c.mm. did the haemoglobin concentration subsequently fall to 
such a level (7 g.%) that it was considered necessary to give a 
further transfusion. In the remaining infants the haemoglobin 
fell to 8.5-10 g.% at the end of 30-60 days and then slowly rose 


spontaneously. 
B. Erythroblastaemia 

In 49 affected infants a blood film was examined on the 
first day of life. In 16 cases there were less than 10 nucleated 
red cells per 100 white cells ; in 11 of these 16 the cord haemo- 
globin had been estimated and in only two was the value below 
15 g.% (in these it was 12.and 12.9 g.%). In the remaining five 
infants, examined a few hours after birth, the haemoglobin 
varied from 11.6 to 16.9 g.%. All of these 16 infants recovered 
uneventfully, some without treatment. y 

In the remaining 33 cases there were at least 20 nucleated red 
blood cells per 100 white blood cells ; in many instances the 
nucleated red cells far outnumbered the leucocytes and there 
were numerous primitive forms. Fifteen of these 33 infants died 
and the remaining 18 all required treatment. 


C. Bilirubin Values 


Normal Infants—Cord blood. Twenty-one normal infants 
were found to have a mean value of 1.6 mg. per 100 ml. with a 
range of 0.8-2.6 mg. 

Affected Infants—a) Cord Blood:—Thirty-two infants were 
tested ; values ranged from 1 to 9.3 mg. per 100 ml. (see Chart 5). 
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bilirubin values over 4 mg. per st“) CORD BLOOD whose 
100 ml. there were six deaths. ad antibo 
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amongst the 13 infants with ‘Fr results 
bilirubin values between 3 and °F and it 
4 mg. per 100 ml., and all of ls positiv 
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and 18.7 g.% and who were 
left untreated, bilirubin values 
rose from 1-3.2 mg. per 100 | 
ml. in the cord blood to peak values of 1.3-15.8 mg. between 
the second and fifth days of life. 

It is difficult to make useful comparisons between this group 
of cases and those whose blood had a low haemoglobin value 
on the first day of life, because the latter infants were treated 
by exchange transfusion. However, it was striking that in this 
group the five infants who died at the age of 2-5 days all 
became profoundly jaundiced despite exchange transfusion, and 
as early as 24 hours after birth showed bilirubin values between In 1 
17 and 21 mg. per 100 ml. where 

In one infant (which did not develop kernicterus) exchange} jndirec 
transfusion was not carried out until it was 12 hours old ; during} the ser 
this period the plasma bilirubin rose from 8.1 to 19.3 mg. peri pody c 

It is obvious that for purposes of comparison it is essential) The 
‘o take cord samples rather than samples a few hours aftertion, w 
birth. For ex 


Correlation Between Haemoglobin and Plasma Bilirubin Values ig °° ‘ 
Cord Blood 
In Chart 6 the haemoglobin and plasma bilirubin values a 
the cord blood of 24 infants are plotted against one another. | sone 
will be noted that there is a correlation between low haemo§ *“’ ““ 
globin and high bilirubin values. As expected, the relationshi 
does not appear to be linear. The haemoglobin value doubtless 
reflects the rate of blood destruction, so that, in general, high 
bilirubin values are to be expected when the haemoglobin is 
low. Nevertheless the amount of bilirubin produced al 
depends upon the total amount of breaking-down haemoglobi 


In Chart 6 the infants who died subsequently have bee 
specially marked. It will be noted that there is some suggestior 
that the bilirubin value and haemoglobin value of a sample o 
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whose sera contained low-titre albumin antibodies or saline 
antibodies of low or moderate titre. Further tests were made 
from time to time during the first three months of life. The 
sa obtained in the untreated cases are shown in Chart 4, 

and it will be noted that even in mild cases the reaction remained 
positive for at least 10 days after birth and that in some cases 
it remained positive for as long as 60 days. 

In infants treated by exchange transfusion with Rh-negative 
blood, Rh-positive cells often disappeared completely within a 
few days of transfusion or fell to a level of approximately 
250,000 cells per c.mm. In these cases the direct Coombs test 
became negative and did not usually become positive again 

bilirubin! even When, at the end of 50 or 60 days, there were once more 
ed infants jarge numbers of Rh-positive cells in the circulation. 
oup of 21 In infants treated by simple transfusion of Rh-negative blood 

there were usually more Rh-positive cells persisting in the circu- 
- betweensjation, and the direct Coombs rgaction remained positive for 
long periods after transfusion. In one exceptional case the test 
his group} was still positive 93 days after birth. 
bin value} Tests for Free Antibody in Infant's Serum.—The sera of 41 
re treatedfinfants were examined, either by the indirect Coombs test or 
at in this§py titration in albumin, or by both methods, for the presence 
days alljof free Rh antibody ; one or the other, or both, of the tests 
sion, andJwas positive in 35 cases. 
between) In 18 cases sera were examined by both tests; in two cases 
where the infant’s serum had a titre of only 2 in albumin the 
exchange} indirect Coombs reaction was negative, and in one case in which 
1 ; during) the serum gave a weak positive indirect Coombs reaction anti- 
Mg. body could not be.detected by the albumin test. In the remain- 
ing 15 cases the two tests were in agreement. 

essential’ The amount of free antibody, determined by albumin titra- 
urs after)tion, was not well correlated with the clinical manifestations. 
For example, amongst eight infants with a titre of 2 or less, 
three died, four were moderately severely affected, and one 
was very mildly affected and required no treatment. Among 
seven infants whose sera had an anti-Rh titre of 16 or more, 
four died, two were severely affected but recovered, and one 
was very mildly affected and required no treatment. 

Persistence of free antibody does not by itself appear to be 
associated with tissue damage. In one infant given repeated 
simple transfusions of Rh-negative blood no Rh-positive cells 
‘¥could be detected between the 14th and the 30th days of life ; 
at the end of this period the infant’s plasma still contained Rh 
antibody to a titre of 32. By the 60th day there were once 
re many Rh-positive cells present, the direct Coombs reac- 
ion was positive again, and there was now only a trace of free 
tibody. The infant finally recovered comp‘etely. 
ve beer! Titre of Rh Antibody in Mother's Serum.—in 62 cases a 
tiod sample of blood was taken from the mother within 24 hours of 

fdelivery. In every case the serum was titrated against CDe/CDe 
ells both in saline and in albumin. Seventeen of the 62 sera 
eacted equally well in saline and albumin (i.e., difference no 
preater than one tube). The remaining 45 sera gave higher titres 
n albumin; 26 of these gave no reaction at all in saline and 
ine reacted only in the first tube or the first and second tubes 
pf the saline titration. The remaining 10 sera had titres of 

tween 4 and 32 in saline, but in each case had an albumin 
itre that was at least four times greater (i.e., more than two 

bes higher in the titration). . 

It is clear that any simple classification of these results must 

arbitrary, but it is convenient to consider Rh antibodies in 

wo groups—namely, (1) “ predominantly saline agglutinins ” 
ie., reacting equally well in saline and albumin): 17 cases ; and 
2) “ predominantly albumin agglutinins ” (i.e., titre in albumin 
wo tubes or more higher than titre in saline): 45 cases. 
It was noted that amongst the 17 cases in which the mother’s 
tum contained predominantly saline agglutinins there were no 
tillbirths or deaths within the first 24 hours. However, there 
were three deaths at.the age of 2-5 days, presumably from 
ernicterus. Amongst the 45 cases in which the mother’s serum 
ontained albumin antibodies (predominantly) there were four 
tillbirths, seven deaths within the first day of life, and fcur 
Heaths at 2-5 days. . 

On these figures the difference in total mortality between the 
roup of infants whose mothers’ serum contained saline agglu- 
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tinins (mortality 18%) and the group in which the mothers 
serum contained albumin agglutinins (mortality 33%) cannot be 
considered significant (S.E. of difference = 12.6%). Nevertheless 
the absence in the “saline group” of stillbirths and deaths 
within the first 24 hours of life is significant. The milder effects 
of saline agglutinins are further emphasized by Chart 7, in 
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Cuart 7.—Titre of Rh antibody in mother’s serum (at delivery) 
plotted against infant’s first-day venous Hb value in 43 cases. 


which the kind of antibody predominating in the mother’s 
serum, and its titre, have been plotted against the infant’s first- 
day haemoglobin value. It will be noted that in 10 out of the 
12 cases in which the mother’s serum contained saline agglutinins 
the infant’s haemoglobin value was above 14 g.%. 

With regard to sera containing albumin agglutinins predomi- 
nantly, it appears that there is a correlation, though a poor one, 
between titre and degree of anaemia. There are few low haemo- 
globin values occurring with low maternal anti-Rh titres and 
few normal haemoglobin values occurring with high maternal 
anti-Rh titres. That this correlation is significant can be shown 
by dividing the cases into groups having, for example, an 
albumin titre of 128 or more and 64 or less respectively and 
showing that there is a significant difference in mortality. When 
the cases were analysed in this way and stillbirths (not appear- 
ing in Chart 7) were included, the results shown in Table II were 
obtained. 


TaBLe II.—Relation Between Titre of Albumin Agglutinins in 
Mother’s Serum and Infant Mortality 


Infants | 
Group Total Mother’s Titre : Mortality 
Living Dying | 
me 28 1-64 22 6 21% 
II 16 128 and over 5 11 69% 


~~ Observed difference between I and Il = 48%. S.E. of difference — 14%. 


E. Venous Pressure 


Venous pressure was measured in 14 infants; in infants 
without anaemia or with only slight anaemia it was found 
to vary between +3 and +5 cm. of saline. It is to be noted 
that this is the pressure below the diaphragm, in the proximal 
part of the umbilical vein, and represents the pressure above 
the front of the chest. In infants with severe or moderate 
anaemia the venous pressure was usually raised, values of +9 
to +11 cm. usually being recorded (Table IID. In these latter 
cases the cord often bled violently when cut, and this sign 
is probably a reliable indication of a raised venous pressure. 
In a few infants violent bleeding was noticed, although the 
pressure was not measured, and. these cases have also been 
entered in ‘Table III. 
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TasBLe Ill.—Venous Pressure in Cases of Haemolytic Disease 


Haemoglobin 
Venous ure ing 
Name Cord | Ist Day (cm. Saline) When Outcome 
(G. %) | (G. %) Cord Cut 
Cu. 3-4 3-7 +9 + Died 12 hourst 
St. 5-3 5-0 +11 + Died 12 hourst 
Ho. — 71 +10 ? Died 96 hourst 
Wat. 5-7 5-7 ? - Livedt 
Ti. — 73 ? + Livedt 
O’B. 7-4 — +9 + Died 13 hours 
Th. =. 7-4 +7 0 Livedt 
Ri. _ 8-4 +4 0 Livedt 
Ve -- 8-8 +5 0 Died 60 hourst 
Bi. 9-4 10-9 ? + Died 3 hourst 
Du. a 9-8 +3 0 Died 43 hourst 
Pl. — 11-9 ? | Died 24 hourst 
Bus. 12-2 13-7 +5 0 Livedt 
Da. 12-3 15-0 +§ 0 Died 72 hourst 
Sa. 12-9 15-4 +4 0 Lived 
He. 14-7 —_ +5 0 Livedt 
But. 154 | 15-1 +3 0 Lived 
Ta. 15-4 | 16-9 +5 0 Livedt 
Summary 
No. Tested | Haemoglobin (G. °<) Raised V.P. or Bleeding 
12 Cord 3-4— 9-4 9 
| Ist day 3-7-11-9 
6 } Cord 12-2-15-4 0 
Ist day 13-7-16°9 . 


* Normal V.P. + 3 to +5 cm. ft Treated by exchange transfusion. 


Deaths 

Out of 74 cases there were five stillbirths, 10 deaths 
within the first 24 hours of life, and seven deaths between the 
second and fifth days of life. There were only two deaths later 
than this: one infant (Oa.), who was not seen before the third 
day of life and was treated by simple transfusion of Rh-negative 
blood, developed signs of kernicterus on the fourth day and 
eventually died, in a fit, at the age of 4 months ; and one infant 
who recovered from haemolytic disease but developed congenital 
pyloric stenosis and died after operation. Of the remaining 50 
survivors, only one has any signs suggestive of C.N.S. damage. 


TagsL_e IV.—Analysis of Fatal Cases 


Haemoglobin Mother’s 
Age Delivery 
Name Ist Day Erythro- at . Titre 
| | Diastzemia Death 
fe (venous) Sal. Alb. 
Ant Not examined | Stillbirth + 
Tu. (2) Nil 2,048 
Gr. _ 16 128 
Kie. + Nil 16 
Yo. Not examined | Few mins.| Nil 
Ca. 5-1 — +++ $ hr. Nil 
Tu. (1) 41 8-7 +++ 9 hrs. Unknown 
O’N 5-3 — +++ 3 hrs. Nil 128 
Cu. 3-4 3-7 +++ 12 hrs. 8 128 
St. 5-3 5-0 +++ 12 hrs. 2 512 
O'B. 74 = +++ 13 hrs. Nil 256 
Gi. 71 _— Not examined | 11 hrs. 32 256 
Ecc. 76 79 ++4+ 60 hrs. Nil 256 
Ho. — 71 +++ 96 hrs. Nil 16 
Ve. — 8-8 ++ 60 hrs. 8 8 
Bl. 9-4 10-9 a 3 hrs. Nil 16 
Du. —_ 9-8 +++ 43 hrs. 16 128 
Pi. — 11-9 ++4 24 hrs. 4 16 
Da. 12-3 15-0 ++ 73 hrs. 128 128 
Hi. — 14-7 (cap.)| Not examined | 96 hrs. 32 64 
Wal —_ — ++ 40 hrs. Nil 16 
Oa.* — 9-1 + | 4mths.| Nil 256 


* First examined on third day of life. 
+++ = More than 70 nuc. r.bc. per 100 w.b.c. 
++ = 30-70 nuc. r.b.c. per 100 w.b.c. 
+ = 10-30 nuc. r.b.c. per 100 w.b.c. 


In Table IV the time of death is recorded together with the 
cord haemoglobin and the first-day venous haemoglobin (when 
known). It is evident that there is a correlation between low 
initial haemoglobin and death on the first day of life. More- 
over, of the seven infants dying between the second and fifth 
day of life four had haemoglobin values well below the normal 
range a few hours after birth ; one (Hi.) had a. value just below 
the normal range and one (Da.) had a value just within the 
normal range ; however, in this latter infant cord blood had 
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also been tested and found to be anaemic. In the seventh cag 
the haemoglobin value was not determined before transfusion, 


Discussion 


It has already been mentioned that no infant with a cop 
haemoglobin value of over 14 g.% died, whereas of 10 j 
fants with values under 8 g.% there were only two survivors 
In the intermediate zone there were two deaths among siy 
cases. The idea that the cord haemoglobin is a reliab| 
index of severity receives further support from the observa. 
tion that seven infants whose cord haemoglobin was within 
the normal range and who were left untreated pursuej 
a benign course. 

Data obtained from the infants first tested some houn 
after birth lend further support to the theory that initial 
anaemia is closely correlated with an unfavourable prog. 
nosis, since all four deaths in this group occurred in infant 
whose venous haemoglobin value a few hours after birth 
was below 12 g.%. 

It has long been accepted that infants with hydrop; 
foetalis have a severe anaemia at birth, and it might be 
suggested that our observations simply restate this fact 
It is true that two of the infants whose cord blood was 
tested were frankly hydropic and others had varying mild 
degrees of oedema. However, these cases merged imper- 
ceptibly into the group who lived on beyond the first 
24 hours only to die on the second, third, or fourth days 
of life; in most of these latter cases it was possible to 
establish by post-mortem examination that the infant had 
the changes of kernicterus. ‘ 

It seems that two distinct mechanisms are operating, and 
it is to some extent coincidental that the degree of anaemi 
is correlated with both. It appears that very severe anaemia 
kills the infant by causing cardiac failure ; doubtless t 
mechanism is similar in many respects to that of the 
hyperkinetic phase described by Howarth and Sharpey- 
Schafer (1947) in adults with severe anaemia. The process? 
of birth presumably throws an additional strain on thé, 
infant’s cardiovascular system and precipitates failure; 
doubtless also the transfer of placental blood, when it i 
allowed to occur, may add too great a load. 

With regard to the deaths occurring two to five da 
after birth, two facts seem to be established. First, as 
Vaughan (1946) and Parsons (1947) have stressed, the deaths 
are not directly due to anaemia, since many of the infanty 
have haemoglobin values within the normal range at the 
time of death ; it is probable, as Hawksley and Lightwood 
(1934) first suggested, that the immediate cause of deat 
in these cases is medullary failure consequent upon cerebra 
damage. On the other hand, these deaths are associated 
with a certain degree of anaemia at birth, as our observa 
tions make clear. The most likely explanation of this 
association is that the incidence of kernicterus is closel 
related to the severity of the haemolytic process. 

If it is true that the severity of the haemolytic proce 
not only determines the likelihood of the infant’s dyin 
from anaemia in utero or within 24 hours of birth bu 
also largely determines the possibility of the infant develop 
ing kernicterus two to five days later, should it surviv 
so long, other signs of rapid blood destriction beside 
anaemia should always be present in fatal cases of th 
disease. 

The two most obvious signs to consider are erythro 
blastaemia and hyperbilirubinaemia. It has often be 
stated that erythroblastaemia is a variable sign in haemol 
tic disease, and in the present series of cases it was found 
in only 33 out of 49 infants examined on the first day, 
of life. 
blastaemia were mildly affected, whereas among the 33 cas 


However, all of the 16 infants without erythro} pl 
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went showing cexteintibidanpinio:' there were none so mild as not 
nsfusion, | t0 require treatment. Moreover, these 33 cases included 


15 who died within the first five days of life, and in all 
of these erythroblastaemia was pronounced. 

Raised bilirubin values must be interpreted more 
cautiously, since it is known that the newborn infant has 
a lowered capacity for excreting bilirubin, and this capacity 
varies widely from one infant to another ; moreover, actual 
damage to the liver may occur in haemolytic disease 
(Hawksley and Lightwood, 1934). However, our obser- 
vation of a moderate correlation between low haemoglobin 
and high bilirubin values suggests that in fact the hyper- 
bilirubinaemia in infants with haemolytic disease is at least 
partly due to blood destruction. 

The cord bilirubin value, taken alone, does not seem 
to be quite as satisfactory a criterion of severity as the 
cord haemoglobin, because only a narrow zone divides 
mild from severe cases. Not enough data are available 
to decide whether the haemoglobin and bilirubin values 
of cord blood, considered together, give a better estimate 
of severity than either value considered alone, but it is 
probable that they will prove to do so. 

It appears that there is some connexion between the 
strength of the direct Coombs reaction and the severity 
of the haemolytic process, since in this series the weakest 
reactions were found in mildly affected infants. On the 
other hand, moderately strong reactions were not neces- 
sarily associated with signs of rapid blood destruction. One 
infant who never became jaundiced and developed only a 
very mild anaemia had a positive direct Coombs reaction 
for 60 days after birth. 

* The amount of free antibody in the infant’s serum appears 
to be poorly correlated with severity, since some cases with 
only traces of free antibody were severely affected and 
others with moderate amounts of free antibody were mildly 
affected. At the same time it must be noted that the two 
infants with the largest amounts of free antibody were both 
_ severely affected. 

It is evident that there is some correlation between the 


ag kind of antibody, and its titre, in the mother’s serum and 

the severity of the disease in the infant, but that the corre- 
ve dul lation is low, so that exceptions are frequent. In this 
“irst. at ties the predominance of saline agglutinins over albumin 
‘ au . agglutinins in the mother’s serum was on the whole 


associated with milder forms of the disease. 
When albumin agglutinins predominated in a serum 
their titre bore some relation to severity, for there were 


infants 
> at the 


htwood 
f deati] 2° very severe cases occurring with very low maternal 
serebraf_ titres, and deaths were significantly more frequent when 


the mother’s titre was high. Similar conclusions have been 
reached by Davidsohn and Stern (1948). 

Wiener (1946) suggested that the presence of saline 
agglutinins in the mother’s serum caused a disease syn- 
drome “erythroblastosis”’ associated with deep ‘jaundice 
and kernicterus ; this syndrome was said to come on after 
birth, since the agglutinins crossed the placenta only during 
labour and were then thought to cause agglutinative thrombi 
in the liver and brain ; the presence of “ blocking” anti- 
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surviv bodies was said to lead to a different syndrome—“ con- 
besidey Senital haemolytic disease,” associated with anaemia and/or " 
of the 2ydrops. 


Wiener and Gordon (1948) now consider that saline 
agglutinins play only a minor part in haemolytic disease, 
though Wiener (1948) still believes that saline agglutinins 
may enter the infant’s circulation “through placental 
defects ‘or during labour.” 
| A more convincing hypothesis is that saline agglutinins 
_ play no part in the aetiology of haemolytic disease and 
‘that sera which contain saline agglutinins can be regarded 
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as containing in addition a smaller amount of albumin 
agglutinins. This hypothesis would satisfactorily explain 
the milder effects of saline agglutinins and is also consistent 
with the evidence that the haemolytic process is already 
maximal at the moment of birth. 

The idea that haemolytic disease “comes on” after 
birth has arisen from the fact that jaundice and pallor 
may be absent at birth but develop rapidly afterwards. 
However, it is well known that the plasma bilirubin rises 
rapidly after birth in normal infants, chiefly because of the 
poor excretory capacity of the liver in the newborn. There- 
fore a rapid rise in bilirubin after birth does not indicate 
that the rate of blood destruction is increasing. Our obser- 
vations demonstrate that even in very mildly affected infants 
the plasma bilirubin is usually already raised at the moment 
of birth, and in severely affected infants is always far above 
the normal range. 

A decline in haemoglobin value during the days follow- 
ing birth is also a phenomenon of all normal infants and 
has been shown to be due to a Wiminution in the produc- 
tion of erythrocytes after birth (Faxen, 1937 ; Shapiro and 
Bassen, 1941). It is very probable that the rapid fall in 
haemoglobin values during the first few days of life 
observed in many infants with haemolytic disease of the 
newborn is also due to a diminished production of erythro- 
cytes rather than to any increase in the rate of destruction. 
In one severe case reported by Mollison (1943) the rate 
of destruction of Rh-positive erythrocytes in an infant with 
“icterus gravis’ was measured on the fourth and seventh 
days of life and found to be distinctly slower on the second 
occasion. It is common knowledge that in infants with 
haemolytic disease the degree of erythroblastaemia 
diminishes rapidly after birth, and it is surprising 
that so much stress has been laid on blood destruction 
as a cause of the anaemia, to the complete exclusion of 
any consideration of changes in the amount of production. 

It has been suggested that there is an inverse relation- 
ship between the degree of blood destruction and the 
development of kernicterus (Vaughan, 1946; Parsons, 
1947). It seems to us that this belief has arisen as follows : 

Infants whose cord haemoglobin value is below 8 g.% 
usually die within 24 hours of birth and therefore do not 
have time: to develop kernicterus. Infants with cord 
haemoglobin values of, say, 10-12 g.% may acquire values 
of 12-15 g.% in venous samples taken a few hours after 
birth, and capillary samples may show values as high 
as 18 g.%. The infant’s rapid production of cells does not 
fall off for two to three days after birth, and therefore 
an infant whose haemoglobin value was 12 g.% at the 
moment of birth may die on the third day of life with 
a haemoglobin value of, say, 16 g.%. The fallacy lies 
in regarding such a haemoglobin value as being necessarily 
normal. 16 g.% does lie within the normal range of 
haemoglobin values for the third day of life, but it is normal 
only for an infant receiving little or no placental blood. 
In an infant which has received a large amount of placental 
blood 16 g.% in a capillary sample taken on the third day 
of life is indicative of anaemia. 


The haemoglobin value in the cord blood of an infant with 
haemolytic disease is well correlated with the severity of the 
disease. Infants whose cord blood contains less than 8 g.% are 
very likely to die within 24 hours of birth. These infants ofien 
show a raised venous pressure and probably die from cardiac 
failure. Infants with values over 14.5 g.% are very likely to 
recover without treatment. Deaths from kernicterus at two 
to five days occur in some of those infants who are anaemic 
at birth but not so anaemic as to die within 24 hours. ° 

Haemoglobin values of blood samples taken after birth are 
much more difficult to interpret because of (a) the placental 
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transfer of blood, and (ot the large capillary/venous differences 
in the newborn. 

The cord plasma bilirubin taken alone is a less valuable 
index of severity than the cord haemoglobin. However, taken 
in conjunction with the cord haemoglobin it is of definite value 
in. assessing the severity. 

In this series erythroblastaemia was present on the first day 
of life in all moderately severe cases and was a striking feature 
in all the fatal cases; in mild cases the number of nucleated 
red cells was usually within normal limits. 

The strength of the direct Coombs test and the amount of 
free Rh antibody in the infant’s circulation are of very limited 
value in assessing severity. 

The form, of Rh antibody predominating in the mother’s serum 
and the antibody titre show some correlation with the severity 
of the haemolytic process in the infant. In practice exceptions 
are frequent, and antibody tests can be used only to forecast 
probabilities. 

These findings emphasize the importance of determining the 
haemoglobin and bilirubin values of cord blood as a means 
of grading cases of haemolytic disease of the newborn. Not 
only is this of help in deciding whether treatment is needed, but 
it should make it possible to compare one treated series with 
another and to decide whether equal numbers of severe cases 
have been included. 


We should like to thank the members of the medical and nursing 
staffs of the Obstetrics Department of this hospital, who have helped 
us in many ways, particularly in the collection of cord blood samples ; 
and Professor A. A. Moncrieff and Drs. D. de la C. MacCarthy, 
R. R. Gordon, and R. J. Pugh, of the Department of Child Health, 
who have had clinical charge of the cases we have investiga‘ed. 
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British 


The British Council for Rehabilitation, which was founded four 
years ago, has issued the first number of a quarterly magazine 
(price 2s.) entitled Rehabilitation. It publishes a lecture by Sir 
Hugh Griffiths surveying the field and describing the aims and 
methods of rehabilitation. ‘‘ Rehabilitation is treatment,” he says, 
“but it is not the treatment of a disease or an injury but the treat- 
ment of the individual suffering from the disease or injury”; and 
Dr. Edward Dunlop, discussing rehabilitation in Canada, makes the 
point in another way—‘“ Each disabled person has his own rehabili- 
tation problems, varying in extent and character.” The journal is 
intendéd for medical men and ancillary workers as well as managers 
of industry and patients. It is obtainable from the British Council 
for Rehabilitation, 32, Shaftesbury Avenue, London, W.1. 
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It is well known that the blood-sucking mite Liponyssus 
bacoti is a vector of Litomosoides carinii, a filarial parasite 
of the cotton-rat, and that the infection is used in this 
country and elsewhere for testing the filaricidal activity of 
drugs. The earlier investigations were made on wild cotton- 
rats which were found naturally infected in the field. As 
caution is necessary in the interpretation of the results of 
such experiments (Kershaw and Bertram, 1948), the more 
recent chemotherapeutic trials have been made on infec- 
tions of known duration artificially induced in the 
laboratory. 

This may be done by exposing rats to infection by placing 
them for a few days in an artificial rat-nest containing a 
colony of mites previously maintained on an infected rat. 
In our experience and that of other workers successful 
infection of a rat by this method cannot be predicted with 
any confidence. One of us (D.S. B.), in studies on the role 
of the mite as a vector, has found that it is much more 
efficient than was suggested by earlier work. Infection rates 
of over 80% have been obtained for infective forms in 
batches of mites, and, although a mite usually contains 
only a few worms, instances of about 20 or 30, or in one 
case even 67, infective worms in a single mite have been 
observed. This range of variation in the number of worms 
per mite in mites of the same batch tends to be wide and 
irregular. The selection of a suitable host for the provision 
of such highly infective mites will be dealt with in a later 
communication elsewhere. Using batches of these highly 
infective mites we have been able to eliminate some of 
the unknown or uncontrollable factors arising from the use 
of rat-nests by exposing rats to infection by releasing 
small numbers of the mites (about 20) on each rat for about 
24 hours. 

In a series of 41 untreated cotton-rats exposed to con- 
trolled infection in this way, 35 out of 37 of those rats 
from which gorged mites were recovered subsequently 
showed microfilariae in the peripheral blood, but four 
rats from which no gorged mites were recovered remained 
negative. Thus about 95% successful infection was 
obtained provided there was evidence of the mites having 
gorged on the rat. On the other hand, these results suggest 


that unless the mites feed freely on the rat infectiop does | 


not occur. 

We have shown elsewhere (Bertram, 1947) that the mites 
do not transmit all their worms at the first infective blood- 
meal. Consequently, any estimation of the number of 
worms transmitted to a rat necessitates dissections of a 
series of mites before, and of engorged mites after, the 
transmission meal. Since the number of worms per 
mite is so variable such estimates are likely to show 
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gonsiderable deviation from the actual intensity of infection 
obtained, and in 10 rats for which estimates were made 
wich discrepancies were found to occur. Nevertheless, 
these dissections are of value since they provide confirma- 
tive evidence of transmission having taken place during 
the act of feeding. Thus in one series the infection rate 
pefore the transmission meal was 76%, with a mean of 
6] worms per mite, and the corresponding figures after 
the meal were 34% and 1.1 worms. 

These observations indicate that, though it is unlikely 
that the method is suitable for the detection of partial 

phylactic action, a drug may be regarded as a complete 
prophylactic if it prevents the development of infection in 
anumber of animals exposed to infective mites, provided 
itis known that the infective mites had gorged on the treated 
animals. With this information at our disposal it has been 
possible to undertake preliminary experiments to test the 
prophylactic activity of filaricidal drugs on the following 
basis. 

Basis of the Experiments 

Recent work has established the therapeutic efficacy of 
organic preparations of antimony in filarial infections of 
man and of cotton-rats. It is not possible to compare the 
therapeutic activity of the antimonials tested by Culbertson 
eal. (1947a) on cotton-rat infections, but from the experi- 
ments on human infections the order of decreasing 
dlectiveness was roughly “neostibosan’” (Sb+5), “urea 
sibamine” (Sb+5), “anthiomaline” (lithium antimony- 
thiomalate) (Sb+3), “solustibosan” (Sb+5), “ fouadin ” 
(tibophen) (Sb+3), and tartar emetic (Sb+3). 
Of organic preparations of arsenic only the tervalent 
derivatives appear to have been tested satisfactorily for 
therapeutic activity. Several of these show pronounced 
activity—e.g., phenyl arsenoxide, reduced tryparsamide, 
“halarsol,” and neoarsphenamine (Hawking, 1940; 
Hawking and Sewell, 1948) (microfilariae of Wuchereria 
hancrofti in vitro and adults of L. carinii in vivo), the 
atypical Melarsen oxide (p-melaminylpheny! arsenoxide) 
WW. bancrofti in man), “ mapharside” (Otto and Maren, 
1947) (microfilariae of L. carinii in vitro), and p-arsenoso- 
benzamide dithioglycollate (Otto and Maren, 1947) (adults 
of L. carinii and D. immitis in vivo). 
A number of metal-free organic preparations of known 


—e.g., derivatives of acridine, sulphanilamide, quinoline, 
and phenanthridine—are relatively or totally inactive as 
filaricides (Culbertson ef al., 1947b ; Hawking, 1947), but 
two new series of metal-free compounds of novel chemo- 
therapeutic type have been recently reported as highly 
active—namely, (1) cyanine and styryl-dye-type compounds 
containing a resonating amidinium-ion system (Welch et al., 
1947), and (2) derivatives of piperazine, the most active 
of which is “ hetrazan ” (1-diethyl-carbamyl-4-methylpiper- 
azine hydrochloride) (Hewitt et al., 1947; Santiago- 
Stevenson ef al., 1947), the most promising filaricide 
to date. No adequate data appear to be available for the 
activity or otherwise of suramin (=“ antrypol ” =“ ger- 
manin ” =“‘ Bayer 205”) or of the diamidines. 

Compounds which are known to have pronounced pro- 
phylactic activity in trypanosome infections are antrypol, a 
New quinquevalent antimonial drug “ MSb ” (p-melaminy]- 
phenyl stibonate), (Friedheim et al., 1947), and, to a less 
extent, the aromatic diamidines (Fulton, 1944). Antrypol 
has been shown to owe its prophylactic activity to reten- 
tion on plasma protein (Dewey and Wormall, 1946), and 
tissue retention is responsible for the remarkable prophy- 
lactic activity of MSb (Friedheim et al., 1947 ; Rollo et al., 
in press); a similar mechanism doubtless obtains for the 
aromatic diamidines. For this reason, and since a number 


therapeutic activity in protozoal and bacterial infections » 


of quinquevalent antimonials have been shown to exert 
filaricidal activity, the three compounds chosen for pre- 
liminary prophylactic tests on L. carinii infections of cotton- 
rats were (a) antrypol, (b) stilbamidine, and (c) MSb. 


Results 


The trial of these three drugs was undertaken by adminis- 
tering a single dose in solution into the peritoneal cavity 
and allowing the condition of the survivors to become stable. 
The rats were then exposed to the bites of about 20 highly 
infected mites, and estimations of the probability of their 
developing an overt infection were made by recording the 
number of gorged mites recovered and by dissections of 
samples of the mites before feeding and after recovery. 
Five groups of eight rats were exposed to mites, each group 
consisting of two controls which had not received any drugs 
and three pairs to which had been given MSb, stilbamidine, 
and antrypol. 

The successful transmission of infection can be estab- 
lished by the appearance of microfilariae in the peripheral 
circulation about 50 days after the exposure to infective 
mites or by the examination of the animal some two or 
three months after exposure to determine whether adults 
have been produced, for it is possible in low-grade infec- 
tions in which one or two adults have developed to maturity 
for one sex only to be present and for microfilariae thus 
to be absent. In this preliminary trial it was decided to 
allow the infections which might develop to run their 
natural course in the first three groups, as it was possible 
for infection to be delayed in appearance if not prevented, 
for its subsequent evolution to be protracted, or for its 
intensity to reach a lower level than those in the controls. 
The results are shown in the following table. 


Chemotherapy of Experimental Filariasis 


No. of Dose Prophylactic Infection 
Drug Rats | (mg./kg) | Interval (Days) Developed 
1 
1,000 3 Dt 
1 2 - 
1 4 +¢ 
1 6-23 
MSb 10/ 1 500 3 — 
1 6-23 
1 7-24 
1 250 7 
1 21 
21 
1 50 2 Dt - 
> + 
1 3 Dt 
1 3 
Stilbamidine 104 1 3 
| 1 4 + 
1 4 + 
1 17 + 
1 17 + 
Bet 25 4 +: 
1 500 3 Dt 
1 4 Dt 
| 1 4 + 
} 1 6 Dt 
Antrypol 6 +. 
1 7 
1 7 
1 21 -* 
1 21 
Ul 250 4 + 


* Not yar evap to develop an infection, as no gorged mites were recovered. 

+ Died after exposure to mites. 

t Developed an infection of low inténsity. The antimony content of the blood 
as determined by trypanocidal titre in vitro was between that of a control and 
another animal which had received a smaller dose of drug. It is presumed that 
some of the drug had escaped into the gut or had been excreted. : 

§ Failed to develop an infection (infection probability 95% in control rats). 

|| Died three weeks later from heat-stroke. Five adult females and one adult 


male were found. 
The rats to which MSb had been given were examined 


at intervals varying from four months to nine months after 
exposure to determine whether adults might be present 
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in the absence of microfilariae in the peripheral circula- 
tion, but none was found. 

It is evident that after a single dose MSb can.act as a pro- 
phylactic against the development of filariasis in the cotton- 
rat by preventing the establishment of adults in the pleural 
cavity after the exposure of the animal to the infective 
larval form in the mite, so far as these experiments show, 
at a minimum dose of 250 mg. per kg. of body weight and 
with a maximum prophylactic interval of three weeks. 
Stilbamidine and antrypol are both inactive at doses of 
50 mg. and 500 mg. per kg. respectively at shorter intervals. 


We are indebted to Dr. E. A. H. Friedheim for supplying the MSb. 
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INFECTED INTERVERTEBRAL DISK 
AFTER LUMBAR PUNCTURE 


BY 
L. L. BROMLEY, M.Ch., F.R.C.S. 
J. DONALDSON CRAIG, M.D., M.R.C.P. 
AND 


A. W. LIPMANN KESSEL, M.B.E., M.C., F.R.C.S. 
(From St. Mary’s Hospital, London, W.2) 


The use of lumbar puncture as a diagnostic and thera- 
peutic measure is so common that any complication which 
results from it merits attention. In a review of the litera- 
ture we found reports of 44 cases of injuries to intervertebral 
disks, clinically and radiologically established, following 
lumbar puncture. Only two of these, however, were com- 
plicated by infection of the disk or adjoining vertebral 
bodies. 

The majority of cases occurred in children on whom 
lumbar puncture had been performed for meningitis ; those 
in adults followed a spinal analgesic or some procedure 
such as encephalography. One of the two infective lesions 
reported, that by Findlay and Kemp (1943), describes osteo- 
myelitis of the second and third lumbar vertebrae, with 
destruction of the intervening disk, in a 1-month-old child 
following an unsuccessful attempt at lumbar puncture in 
the presence of pyogenic skin infection. The second case 
(James, 1946), that of a 44-year-old boy, has some features 
in common with our own. One week after a difficult lumbar 
puncture he developed a temperature of 104° F. (40° C) 
and flattening and rigidity of the lumbar spine. Shortly 
afterwards a radiograph showed loss of L3-L4 disk space 
and later of L4—L5 space with sclerosis of the adjoining 
vertebral bodies. The illness was complicated by the 


‘completely excised. 


development of chicken-pox, but recovery followed plaster 
immobilization and penicillin therapy. 

The clinical picture in all the reported cases—whether 
accompanied by infection or not—is remarkably constant, 
At a varying interval after lumbar puncture low backache 
occurs, accompanied by rigidity of the lumbar spine and 
diminution of the normal lumbar lordosis. Radiological 
examination subsequently reveals some loss of inter. 
vertebral joint space and, later, sclerosis of the adjacent 
cortex of the related vertebral bodies. Frequently lumbar 
puncture has either been repeated or been accomplished 
with difficulty. 

In addition to the two infective complications already 
quoted, one case of spinal epidural abscess after lumbar 
puncture had been reported up to the end of 1945 
(Rangell and Glassman, 1945). 


Case Report 


A girl had an attack of meningococcal meningitis in 1943, at 
the age of 12 years, for which she was treated first at a fever 
hospital and then at a general hospital elsewhere. Exact details 
are not known, but she remembers that at least one lumbar 
puncture was performed under an analgesic. She made a good 
recovery from her meningitis, but experienced backache and 
severe stiffness during convalescence. The backache has been 
present on and off ever since ; it has never been severe, nor has 
it radiated from the lumbar region. 

Two years after her illness she developed a tender mass above 
the middle of her left groin and was treated by sulphonamides 
and local heat. The mass persisted and she became ill, being 
admitted to hospital with an irregular pyrexia. A provisional 
diagnosis of actinomycosis was made at this time and she was 
given 5,500,000 units of penicillin. The mass softened centrally 
and discharged pus, from which, however, no streptothrix fila- 
ments were isolated. After a further course of 7,500,000 units 
of penicillin the skin over the sinus healed and she was dis- 
charged in good general condition. 

In October, 1947, she was admitted to St. Mary’s Hospital for 
the first time with a recurrence of the swelling above the left 
groin. There had been no exacerbation or alteration in the 
intensity or character of her backache. A radiograph of? the 
pelvis showed no abnormality. Examination under an anaes- 
thetic revealed no palpable intra-abdominal mass. The swelling 
was subsequently explored and a specimen of tissue sent for 
histological examination. This revealed chronic inflammatory 
changes only, and showed that the deep part had not been 
The wound healed, however, and the 
patient was discharged. 

She was readmitted in January, 1948, because a sinus had 
formed at the site of the operation. Culture yielded Staphylo- 
coccus aureus. Lipiodol injection and x-ray examination of the 
sinus showed a track 16 cm. long going across the midline to 
just above the right anterior-superior iliac spine. A lateral 
radiograph revealed that the sinus lay in the anterior abdominal 
wall. No connexion with bone or viscus could be demonstrated. 

It was decided to explore the sinus track, and this was done 
by Mr. A. E. Porritt on Feb. 11. The track lay in its proximal 
8 cm. entirely superficial to the aponeurosis and, immediately 
to the right of the midline, passed deeply, lying on the anterior 
aspect of the rectus muscle and then between the aponeurosis 
of the external and internal oblique muscles. It was traced to 
just above the anterior-superior spine, where no further exten- 
sion could be found. The wourd was then closed, and it 
healed by first intention. 

Further radiological examination was carried out by Dr. 
T. Richard Riley, who reported on the lumbar spine as follows 
(see Fig.): 


“ There is a mild sini convex to the right. The body of 
L3 shows evidence of irregular bone destruction on its lower 
surface. The affected margins are sclerosed and there is no 
sign of present activity. The upper surface of the body of L4 
shows irregular shallow bone destruction and appearances other- 
wise as in L3. The intervertebral disk space between L3 and L4 
is still present, but considerably reduced in depth. Comment: 
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INFECTED DISK AFTER LUMBAR PUNCTURE 


The appearance of the contiguous surfaces of the bodies of L3 
and L4 and that of the intervening disk space is consistent 
with an old localized infective process at this level. The appear- 
ance is not that of tuberculous infection. The retention of 

some degree of disk space, the absence of paravertebral shadow, 
and the limited involve- 
ment of the upper surface 
of the body of L4 are not 
consistent with tuberculous 
destruction. I would say 
that the appearances are 
consistent with a pyogenic 
infection secondary to lum- 
bar puncture.” 

The patient was put into 
a plaster jacket and dis- 
charged in good condition 
on March 1. When seen 
in May, 1948, she was in 
excellent health and had 
been comfortable and free 


from backache in _ her 
jacket. The operation 
wound had remained 


healed and there was no 
evidence of any recurrence 
of the abscess. Her E.S.R. 
at this time was 3 mm. per 
hour (Westergren). She 
was fitted with a lumbar support to be worn in the daytime only. 


showing antero- 


Radiograph 
posterior view of lumbar spine. 


Discussion 

The manner in which the infection in this case presented 
is interesting. No doubt intensive sulphonamide and 
penicillin therapy altered the course of the infection, but 
this cannot explain how an L3-L4 intervertebral abscess 
tracking laterally round the right side of the abdominal wail 
should present itself in the left mid-lateral line 5 cm. above 
the inguinal ligament. At first thought it is tempting to 
postulate that the pus followed the course of the anterior 
primary ramus of a lumbar nerve or of a lumbar branch 
of the abdominal aorta, but simple anatomical considerations 
show this to be unlikely. 

In the majority of reported cases, as in this one, there 
was no history of sciatic or other root pain, or any related 
deep segmental pain, in spite of the obvious intervertebral 
joint disorder. A more detailed study of these patients may 
throw some added light on the mechanism of pain in inter- 
vertebral disk injuries. 

The fact that the majority of reported cases have been 
in children could be accounted for because of the greater 
frequency of meningitis in children. It is, however, likely 
that, overall, at least as many lumbar punctures are per- 
formed on adults as on children, and the relative frequency 
of complications among children is therefore probably sig- 
nificant. The danger of intervertebral disk damage is clearly 
related to the fact that in children the depth of the disk 
from the skin is much less than in adults, which therefore 
allows for a smaller margin of error. The annulus fibrosus 
in young children is no more than 2-3 mm. in depth, and 
is considerably stretched and thinned in acute flexion of 


Further, the nucleus pulposus is known to be under con- 
siderable tension, bulging backwards in acute flexion, and 
this makes for its easy escape along the needle puncture or 
its infection by the same means. 

Consideration of all these factors might help to minimize 
the danger of intervertebral disk damage following lumbar 
puncture, particularly in children. 


We are indebted to Mr. A. E. Porritt, under whose care this 


patient was admitted, for permission to publish this report, and to 


Mr. V: H. Ellis for helpful advice. 


the spine, the standard position for lumbar puncture. ° 
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COUGH FRACTURE OF RIBS 


BY 


RAYMOND C. COHEN, M.D., D.P.H. 
Deputy Medical Superintendent and Physician to Pulmonary 
Tuberculosis Unit, Black Notley Hospital ; Tuberculosis Officer, 

N.E. Metropolitan Regional Hospital Board 


The purpose of this paper is to call attention to an infrequent 
but possibly often unrecognized cause of pain in the chest 
of sudden onset and resembling dry pleurisy in its symptoms. 
I have observed a number of cases of “‘ spontaneous ” frac- 
ture of ribs occurring in tuberculous subjects, in some of 
which there was a clear history of pain following violent 
expiratory effort as in coughing or sneezing. These cases 
happen to have been discovered in women aged between 
18 and 35, but other authors have recorded it occasionally 
also in men. 

This condition, which I will describe as cough fracture 
of ribs, is not widely recognized, and the literature on the 
subject is scanty. 

Halliwell (1929) reported fracture of the sixth, seventh, 
and eighth ribs after a bout of coughing in a doctor aged 
40, of good physique and convalescent from pleurisy and 
“ pseudo-asthma.” About a month later, on getting out of 
a bus, he had another attack of coughing, and x-ray 
examination revealed a fracture of the ninth rib on the 
same side as before and in line with the other three. 
Recovery was uneventful. Howson (1934) was able to 
trace, in all, 58 reported cases, and added a further case 
of his own. This occurred in a woman of 26 with bilateral 
pulmonary tuberculosis who had had a thoracoplasty on 
the left side, and several months later was found to have 
a recent fracture of the ninth right rib,’ older fractures of 
the tenth and eleventh right ribs, and a fracture of the left 
tenth rib “with considerable callus formation.” Sakka 
(1938) also described three cases of spontaneous rib frac- 
ture occurring in North African natives which he thought 
were due to tuberculous osteitis. The subjects were all men 
between 24 and 27, two of whom were suffering from pul- 
monary tuberculosis. Cramer (1943) described four cases 
—three in women aged 26, 65, and 72, and one in a man 
of 72. He thought the fractures were due to muscular 
action on areas of rarefaction in the ribs, and suggested 
that the upper five ribs are unlikely to fracture from cough 
because they are shorter and are supported posteriorly by 
the scapular musculature. 


Case Reports 


Case 1.—A woman aged 23 was admitted to Black Notley 
Hospital on April 8, 1937, for tuberculosis of the left lower 
lobe. X-ray examination on admission revealed, in addition 
to the tuberculous disease, a recent fracture of the seventh left 
rib about 14 in. (3.75 cm.) from its junction with the costal 
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Fic. 1—Case 2. Dec. 30, 1937. Oblique film. Fibrocaseous 
tuberculosis of right upper lobe; recent fracture tenth left rib. 


cartilage. The patient gave no history of trauma or sudden 
pain, but confessed to having had some pain in that area 
shortly before admission. She had had cough and sputum for 
about three months. 

Case 2——A woman aged 28 was admitted on Oct. 14, 1937, 
for sluggishly active tuberculous disease of her right sub-apex 
with a small cavity. On Dec. 30 she complained of soreness 
in her left side, which she first felt during a bout of coughing. 
Physical examination revealed a small bump palpable on the 
angle of the tenth rib, and x-ray examination revealed a frac- 
tured rib in that position (Fig. 1). Subsequent films showed 
callus formation which had almost completely absorbed by 
June, 1938. 

Case 3—A woman aged 22 was admitted on Feb. 18, 1938, 
for fibrocaseous tuberculosis of her right upper lobe with 
cavitation. A radiograph on admission showed recent fractures 
of the anterior ends of her seventh and eighth left ribs, 14 in. 
from the costo-chondral junctions. She had not: complained 
of pain at that site, and there was no history of trauma. 


Fic. 2.—Case 4. Sept. 26, 1941. Right artificial pneumothorax, with 
small effusion; fracture with callus formation. 


Case 4.—A woman aged 18 was admitted on April 26, 1938, 
with acute exudative tuberculosis of the right lung with CaVita- 
tion. Right artificial pneumothorax was induced on May 2 ang 
adhesions were cut on Nov. 9. She was discharged quiescey 
on May 7, 1939, and thence attended ‘as an out-patient fo, 
refills. A routine x-ray examination on Sept. 26, 1941, showed 
a fracture of the seventh right rib about.2 in. (5 cm.) from 
‘the corresponding transverse process, with some cally 
formation (Fig. 2). The patient gave no history of pain o 
trauma. 


Case 5.—This patient, aged 19, was admitted on Dec. |, 
1939, for exudative tuberculosis with cavitation of her right 
middle and lower lobes. A radiograph on Dec. 5 showed a 
fracture with early callus formation of the anterior end of her 
ninth right rib, about 1 in. (2.5 cm.) from the costo-chondral 
junction. There were no symptoms at the time of discovery, 
but on inquiry the patient recalled an acute pain which she 
had felt low down in her right chest, after a sneeze, a fey 
days before admission. 


Case 6.—A woman aged 33 was admitted on March 8, 1948, 
for fibrocaseous tuberculosis of the left lung with upper-lobe 
cavitation. A radiograph showed old nearly healed fractures 
of the fifth, sixth, and seventh ribs on the right side, about 
4, 34, and 3 in. (10, 8.75, and 7.5 cm.) respectively from the 


Fic. 3.—Case 6, April 6, 1948. Bilateral tuberculosis of acute 
exudative type, with cavitation left apex and right sub-apex ; fractures 
with callus formation of fifth, sixth, and seventh right ribs. 


costo-chondral junction, so that the fractures appeared verti- 
cally above each other (Fig. 3). 
had felt a sudden pain in the .right side of her chest, much 
worse On coughing and catching her breath. She found relief 
by pressing her hand to her side. The pain lasted about two 
weeks, gradually diminishing. 


Case 7.—A woman aged 35 was transferred to Black Notley 
Hospital from another sanatorium on March 31, 1948, for 
fibrotic tuberculosis of her left lung. A radiograph on April 2 
showed a fracture of the anterior end of her sixth left rib, 1 in. 
from the costo-chondral junction.» Reference to her previous 
radiographs showed that the fracture first appeared on an 
x-ray film dated Feb. 13, 1948—it was not seen on the preceding 
film of Dec. 3, 1947. About Dec. 20 she had felt a sudden 
pain in the lower part of her left chest which “caught her 
breath ” and was diagnosed as pleurisy. Her chest was strapped 
for seven days and the pain eased off after a day or two. 
There was no history of trauma, and she did ‘not think the pain 
followed coughing, but could not remember for certain. 


In November, 1947, she§; 
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Discussion 


These cases, together with those ory reported by other 
writers, show clearly that it is possible for ribs to fracture 
as a result of otherwise normal respiratory exercise. The 
occurrence must be a rare one, but is likely to be observed 
occasionally by those who see a sufficient number of chest 
radiographs, and it probably occurs more often than might 
be supposed. Cases are easily missed if chest radiographs 
are not carefully examined and the condition borne in mind. 

The mechanism of such fractures is difficult to determine. 
Primary tuberculous osteitis of ribs is generally believed 
to be so uncommon that it is unlikely to be the basic cause. 
There was no evidence of it in my own cases, though it 


Bis conceivable that areas of bone rarefaction may occur 


in a rib adjacent to a cold abscess arising from a caseous 
tuberculous gland; and, so far as I have been able to 
ascertain, most reported cases, excluding those due to gross 
localized changes such as secondary malignant deposits or 
osteitis fibrosa, have occurred in tuberculous subjects, but 
the condition is not confined to them. Cough fractures of 
ribs have also been known to occur in elderly subjects, prob- 
ably associated with increased fragility of bones associated 
with advancing age, and it would not be surprising if it 
occurred also, for example, in cases of rheumatoid arthritis, 
in which rarefaction of bones is sometimes found. 

The apparently high incidence in tuberculous subjects 
suggests a possible constitutional effect on bone structure, 
but it must also be remembered that such subjects are 
repeatedly having their chests x-rayed and the lesion is 
therefore more likely to be discovered. 

I have been unable to find any evidence to suggest that 
the ribs of a tuberculous patient are particularly liable to 
decalcification, except in so far that prolonged bed-rest may 
lead to some degree of this from diminished use. Certainly 
the blood calcium level remains remarkably constant in 
tuberculous subjects. Healing of the fractures has followed 


/normally, and there does not appear to be any delay in 
} callus formation and eventual union. 

The most reasonable explanation of these fractures seems 
to be the violent and abnormal action, probably associated 
with asymmetrical posture producing uneven action on the 
tibs, occurring during the violent expiratory effort of a 
cough or sneeze. Diminished use of the thoracic muscula- 
ture that occurs in a patient confined to bed for long periods 
may also lead to a mild degree of decalcification and be a 
contributory factor. 
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The Mental Survey Committee of the Scottish Council for Research 
in Education has recently completed an investigation into the intelli- 
gence of Scottish children. The results were briefly described in 
The Times of Nov. 17, 1948, by Professor Godfrey Thomson, the 
chairman of the committee. The full results are to be published in 
a series of volumes, the first of which will appear in the spring. 
The main task of the investigators was to repeat a group intelligence 
test given in 1932 to 87,498 Scottish children whose eleventh birthday 
fell in that year. The same test was given to 70,805 children whose 
eleventh birthday fell in 1947, but on this occasion much additional 


.§ Sociological information was collected about each child. The possible 


score was 76 points, and in 1947 the mean score, 36.7, was higher 
than the mean score, 34.5, in 1932. The boys went up 1.3 and the 
girls no less than 3.2 points. At least as a first deduction this appears 
to show that no decline in intelligence is going on, but Professor 
Thomson thinks the rise may be due to the fact that children are now 
much more familiar with intelligence tests. The now common 
observation that intelligent children are more frequently found in 
small families than in large ones is confirmed. The average score 
obtained by the only children, 7,824 out of 70,805, was 42 points, 
and children of families of two averaged nearly as much. But for 
families of four the average score was 35.3 and for those of eight 28.8. 


COUGH FRACTURE IN LATE PREGNANCY 


BY 
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Lately Chief Assistant, Department of Obstetrics and 
Gynaecology, Central Middlesex Hospital 


AND 
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Obstetric and Gynaecological Registrar, Middlesex Hospital 


Rib fractures due to cough alone, or with an added factor 
of shearing stress from simultaneous action of other 
muscles, have been recognized for many years (Gurlt, 
1862 ; Tunis, 1890 ; Hawley, 1890 ; Skyrme, 1890; Bahr, 
1894). In addition, sneezing, choking, vomiting, and strain- 
ing at stool are recorded as causes among other varieties of 
expiratory effort. Numerous forms of exertion, such as a 
handspring or mounting a restive horse (Hilton, 1852 ; 
Seilin, 1917), have also been blamed, although here again 
associated grunting expiration through partly closed cords 
may have been responsible. 

In recent years the number of cough fractures reported 
from sanatoria has tended to overshadow the non- 
tuberculous cases, which may be more numerous but have 
less chance of being diagnosed. Oechsli in 1936 found 77 
cases of cough fracture in the literature to that time. He 
indicated that when a routine search was made in chest 
films the incidence of the condition was high. In his series 
of approximately 3,000 admissions to Olive View Sana- 
torium 22 cases with cough fracture were found. At the 
same time Richardson (1936) at Ray Brook Sanatorium 
reported 20 cases out of 1,903 tuberculous admissions. 
Osteoporosis in the late stage of phthisis has often been 
suspected as predisposing to cough fracture, but evidence 
that it is the chief cause is as yet unconvincing. 

Tunis (1890), analysing 40 such stress injuries from 
muscular action, noted that more than 25% occurred ‘in 
patients in whom bone fragility could be excluded as a 
factor, and Seilin (1917) supported this view. Reports since 
published do not suggest a different conclusion. 

Kleiner (1924), quoting Tunis and bringing the literature 
up to date, found that of 57 cases (which included 14 by 
muscular action other than coughing) 28 were left-sided, 17 
were right-sided, and the side was unrecorded in the remain- 
ing 12. There were more fractures of lower ribs than upper, 
the site of fracture on 19 occasions being the upper seven 
ribs and on 36 occasions the eighth, ninth, tenth, and 
eleventh ribs. (The apparent discrepancy is due to more 
than one rib being involved in some instances.) Kleiner’s 
analysis was made before the papers on the large series of 
tuberculous cases had been published. In seven of eight 
patients with fracture of the eleventh rib reported by Tunis 
and Seilin this was the only rib affected. Multiple fractures 
appear to be more frequent when the higher ribs are 
involved. 

The older writers (Tunis, 1890; Bahr, 1894) suggest 
that the preponderance of left-sided damage pointed to a 
cushioning action of the liver on the right side. Oechsli found 
no left-sided prevalence and was therefore sceptical of this 
theory, but the majority of his fractures were mid-thoracic 
and above liver level. Richardson in a similar series of 
tuberculous patients noted that the sixth and seventh ribs 
in the mid-axilla were the commonest sites. 

In the literature there are six reports of this accident in 
pregnancy. Only one occurred during labour, and that in 
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a coughing fit (Ahern, 1894). Wahl (1926) remarked on the 
coincidence that four out of five cases described had 
occurred at the end of pregnancy ; the duration of cyesis in 
the other was not recorded. These cases reported by different 
authors over many years, together with the four patients in 
the present series, appear to have features in common: 
(1) they occur late in pregnancy ; (2) they tend to be left- 
sided ; (3) lower ribs are chiefly involved ; and (4) multiple 
fractures are the exception. The details are summarized for 
convenience in the Table. _ 


Patients’ Age | Duration Site of 
Author and Previous of Rib Remarks 
: Pregnancies ancy} Fracture 
Hérard (1855) 22 7 months | Left 11th | Cough ae 6 
mon 
Benoit (Bahr, 1894) | — In 9th | Left 9th | Coughing fit 
month (ch. bronchitis) 
Chonery (Bahr, 1894) | 23 —_ — Coughing fit 
Dogadkin (1885) .. | 27 multipara| In = Left 8th pe pa 
mon! 
Blanc (1908) —_ Atend of} Multiple | Coughing 
pregnancy 
Ahern (1894) —_— . In labour | Left 6th | Coughing fit 
Paulley et al. 21 primipara |; 36 weeks | Left 10th | Coughing fit 
25 multi 38 Left 9th | C aan ital 
” ” muiltipara ” ou; mi 
and 10th 
36 40 Left 11th | Lifting and 
coughing 
.. | 25 primipara| ,, Left 11th | Coughing after 
previous choking 
Case Reports 
Case 1.—Primipara aged 21. 36 weeks. No previous frac- 


tures. When seen on Jan. 12, 1947, gave a history for 14 days 
of sharp pain in the lower left chest posteriorly. A non- 
“productive barking cough had been present for the same length 


Fic. 1 


of time. Physical signs suggested a small effusion at the left 
base and chronic bronchitis. X-ray film of chest was negative. 
Subsequent examination revealed a localized tender lump with 
crepitation over the tenth rib on the left side. Special views 
of this area confirmed diagnosis of rib fracture. Control films 
for bone density showed no osteoporosis. Serum calcium was 
9.5 mg. per 100 ml.* Serum inorganic phosphate was 3.8 mg. 
per 100 ml. 

Case 2.—Multipara (one previous child) aged 25. 38 weeks. 
No previous fractures. Seen in antenatal clinic on Jan 7, 
1948. In late November, 1947, began to cough and noted 
slight pain in left lower chest. In mid-December, 1947, three 
weeks before being seen, while coughing mildly felt a crack 


Fic. 2 


— 


led calc 


in same region, with exacerbation of pain. Pain had persis 
On examination, tender over left tenth rib in the posterig 
axillary line. Radiograph of this area confirmed fracture pregné 
of this rib and of the ninth. Control films for bone dengj 
showed no osteoporosis. Serum calcium was 10.3 mg. pe 
100 ml. Serum inorganic phosphate was 4.6 mg. per 100 ml, 

Case 3.—Multipara (four previous pregnancies, well spaceg 
aged 36. 40 weeks. Seen Feb. 14, 1948. Gave history 9 
having had a cough for some time. Seven days previous 
coughing vigorously, and at the same time, when bendin 
and lifting a child aged 3, experienced a sudden pain in thg 
left side of chest and felt something “go.” Thereafter unabi 
to cough properly because of pain. Clinically, fracture g 
eleventh rib left side posterior axillary line with ecchymosis 
A.P. radiograph of area confirmed fracture. Comparative 
control radiographs for decalcification revealed no abnormality, 
Serum calcium was 8.9 mg. per 100 ml. Serum inorganic 
phosphate was 4.5 mg. per 100 ml. 

Case 4—Primipara aged 25. 29 weeks. No previow 
fractures. Seen on Jan. 26, 1948, having had cough for three 
or four weeks. In early January had had a choking attack 
and subsequently noticed pain over the left lower chest. Two 
days before attending had gone out in the evening, and cold 
air in the street caused her to cough, which was followed by 
immediate sharp pain in the left side. Radiograph confirmed 
fracture of eleventh rib. Radiographs for bone density agains 
control revealed slight osteoporosis present. Serum calcium 
was 10.8 mg. per 100 ml. Serum inorganic phosphate was 
4.07 mg. per 100 ml. 

A woman in late pregnancy was seen in April, 1946, with 
what was in retrospect a characteristic history. At the time 
pleurisy was suspected. A radiograph of the chest was negative 
and she was dismissed as having had an intercostal muscle 
tear. It is noteworthy that in her case the lesion was on the 
right side. 

Two other probable cases have been seen, but the consider- 
able administrative difficulties in the immediate antenatal andji 
post-natal periods interfered with the necessary investigations. 
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The Clinical Picture 


If the possibility of the condition is kept in mind a ‘care- 
ful history will often give a pointer to the diagnosis. The 
sudden onset of severe sharp pain during a coughing fit is 
often supported by a story of something “giving” or 
“ cracking.” The four cases described, and the other thre 
possibles, all occurred in the first quarter of the year, whe 
hard unproductive coughs are prevalent and bronchitics ar 
having their winter exacerbations. All the patients were in 
the last three months of pregnancy. 

On examination there may or may not be some fever 
from the primary chest condition, and the respiration rat 
may be raised owing to pain on deep breathing. Movemen 
and air entry are diminished at the affected base, and per- 
cussion is impaired because of poor aeration or a high} ' 
diaphragm. Pleural rubs have been noted in some cases off !S S¢it 
cough fracture. The signs may suggest a small pleural effu-} this 
sion, but it must be stressed that postero-anterior and lateral} Propas 
chest films reveal no abnormality when the lower ribs are| that th 
involved. If suspicion has not already been aroused it i freque 
now that a careful search should be made for a tender} The 
localized area on one or more of the ribs. Experience off telief « 
these pregnancy cases suggests that the left ninth, tenth and a 
or eleventh ribs are the most likely site. Antero-posterior{ import 
and oblique views will be required to confirm a fracture bed a1 
with minimal displacement in’ or behind the posterior 
axillary line. 


Discussion 


Comparisons of bone density against controls of the same 
sex and age revealed slight osteoporosis in only one case. 
Blood calcium and phosphorus estimations were within 
normal limits. There was no history in any of the cases 
of previous fractures to suggest pre-existing bone fragility. 
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| persisted 1¢ calcium or phosphorus metabolism were a factor in late 
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100 ml, If bone fragility can be excluded the remarkable incidence 
ell spacegfof fracture of lower ribs consistently left-sided and in late 
history off pregnancy could be due to a mechanical cause peculiar to 
Previoush§ the abdominal mass or compensatory lordosis. 

‘a a It has already been shown that the mid-thoracic fractures 
cer wil abil occur along the line of interdigitation of the external oblique 
-acture ojand serratus anterior (Oechsli, 1936), and are assumed to be 
chymosig§ the result of shearing stress. The likelihood of fracture is 
mparatiyg reported to be increased if the serratus is taut at the time 
10rmality§ of coughing, as it may be when the arm is raised or when 
inorganic§ the patient is resting on one elbow (Atkinson, 1898 ; Seilin, 

1917; Oechsli, 1936). 

In the group of cases in which fracture occurs in the 
lower ribs a different explanation must be sought. Expira- 
tion, normally passive, becomes forced on coughing, but 
there is some disagreement about which muscles are impli- 
cated. Mainland (1945) gives these accessory muscles as: 
(1) anterior abdominal muscles ; (2) latissimus dorsi, but 
states that its mechanism is not clear ; (3) the long back 
muscles, the lower parts of which are able to depress the 
ribs. 

A study of the anatomy and fracture sites in the majority 
of pregnancy cases suggests that the shearing stress occurs 
along the line between the origin of the external oblique 
(from the lower four ribs) and the costal slips of the latis- 
simus dorsi. This, however, ignores the long back muscles 
(sacrospinalis). In the pregnant stance the head and shoulders 
are thrown back; compensatory to this is a lordosis 
involving increased postural tone, and perhaps hypertrophy 
of the iliocostalis and longissimus portions of the sacro- 
spinalis. Incoordination or action of more than normal 
violence might occur in this muscle in such circumstances. 
Thus forcible expiration, as in coughing with depression of 
the lower ribs by the iliocostalis, could provide conditions 
for a shearing stress sufficient to fracture a rib. 

Another possible mechanism is that the uterine mass is 
driven backwards and upwards against the inner surface 
, wheng of the lower chest in coughing by contraction of the anterior 
ics areg 20dominal muscles. The main force would be deflected to 


pregnancy patients one might expect a high incidence in the 
early puerperium, but so far there is no record of such a 
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protuberant abdomen is in any way responsible by altering 
fever) the action or direction of pull of the external oblique must 
n ratej Main at present a matter for further consideration. 
Although a fractured rib is a trivial injury it can produce 
i per-{ extreme discomfort and insomnia, particularly in a patient 
_ highf Who is coughing. That this is undesirable in late pregnancy 
ses off is self-evident. It would appear from the literature quoted 


frequency is probably greater than hitherto appreciated. 
The importance of wider recognition lies in the great 


important is the avoidance of tiresome confinement to 
bed and needless investigation, often in hospital. 


Summary 


A brief review of the literature of cough fracture is given, 
with particular reference to its incidence in late pregnancy. 


The clinical picture usually found in: this condition is 


described. 
lity. Brief histories of four cases are reported. 


Suggestions are made about the mechanism of the condition. 


level had fallen to 28%. 


A case is put forward for this rather trivial injury to be 
regarded more seriously, and a suggestion is made that its 
frequency may be greater than is generally recognized. 


We wish to thank Drs. J. N. Pattinson, F. Pygott, and R. A. H. 
Kinch for their help, and Miss W. P. Cory and Miss D. Wrighton 
for secretarial assistance. We are grateful to Mr. J. S. MacVine for 
access to three of the cases, to Mr. F. Roques for access to the fourth 
case, and to Professor J. Kirk and Dr. E. W. Walls for advice on the 
anatomy. 
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LYMPHOBLASTIC LEUKAEMIA 
WITH URETHANE 
BY 


D. PULLEN, M.B., B.S. 


Assistant Pathologist, Royal Alexandra.and New Sussex 
Hospitals, Brighton 


TREATED 


The use of urethane in the treatment of lymphatic leuk- 
aemia is a fairly recent development, and was first recorded 
by Paterson et al. (1946) in 12 cases of chronic lymphatic 
leukaemia. Five of these patients were alive at the end 
of the observation period, but the single case of acute 
lymphoblastic leukaemia showed no response to treatment. 

The following case is noteworthy for the dramatic initial 
clinical and haematological response to urethane in a child 
with acute lymphoblastic leukaemia. 


Case History 


A girl aged 14 months, weighing 24 Ib. (10.89 kg.), was 
admitted to hospital on July 19, 1947, with one week's history 
of anorexia and fretfulness, associated with vomiting for the 
previous two days. The mother had recently noticed that the 
child bruised easily. The past history was one of normal 
physical and mental development, the diet was normal, and 
no drugs had been taken. The family history was negative. 

On examination the patient was seen to be a well-developed 
but abnormally quiet child with a very pale, slightly jaundiced 
skin. Small ecchymoses were present on the limbs, though 
petechiae were not seen. There was uniform enlargement of 
the cervical glands, and those of the axillae and groins were 
easily palpable. The spleen was enlarged to three finger- 
breadths below the left costal margin and was soft in consist- 
ency. The liver could not be felt; the mucous membranes 
showed neither haemorrhage nor ulceration, and no further 
Abnormalities were detected. 

-A blood count on July 21 showed: Hb, 42%; white cells, 
27,700 per c.mm (polymorphonuclear leucocytes 2%, cells of 
lymphocytic series 98%). Blood film:—Red cells showed 
anisocytosis, but were well filled. There was no evidence of 
red-cell regeneration. The lymphocytic series was Made up 
largely of lymphoblasts, but some degenerating “ smudge ” cells 
were also present. The granulocytes were of the early type. 
Platelets were few. The whole blood picture was highly 
suggestive of acute lymphoblastic leukaemia. 

The count was repeated two days later, when the haemoglobin 
The clinical condition had markedly 
deteriorated, and the child was wretched with buccal ulceration 
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and was having haematemesis and melaena. The temperature 
rose intermittently to 102° F. (38.9° C.), and the pulse to 160. 

As death appeared imminent from blood loss, 600 ml. of 
Group O blood was transfused, with marked clinical improve- 
ment, on July 23. The same day urethane, 14 gr. (0.1 g.) thrice 
daily orally, was started. 

The succeeding blood counts are shown in the accompanying 
Table and Chart. The changes in the blood picture were associ- 


Record of Blood Counts 


Lympho- 
W.B.C Poly- Mono- 
Hb Metamyelo- | Lympho- | cytes and 
Date % per morphs, cytes, % blasts, % |“ Smudge ” cytes, 
c.mm % Cells, % 4 
21/7/47} 42 | 27,700 2 98 
23/7/47| 28 5,500 4 0-5 12 83-5 — 
1/8/47} 58 | 11,900 37 — 2:5 58-5 2 
13/8/47| 66 5,700 60 0-5 2 32 5:5 
22/8/47| 4,000 61 35 4 
1/9/47 110 5,400 42 57 1 
9/9/47 | 102 5,200 67-5 — — 30 2°5 
23/9/47 | 100 | 18,150 76-5 2:5 — 18 3 
100 
ro 
HAEMOGLOBIN 
a 15,000 40 
o 
= 
TOTAL ,” 
5,000 + 420 
a 4 8 3 5 22 
JULY auCUST SFPTEMBER 


ated with slow but definite clinical changes from a moribund 
condition to that of a child behaving normally for its age. She 
was now apyrexial, and although the cervical lymph glands 
could still be palpated they were considerably smaller. On 
Aug. 22 the leucocyte count had fallen to 4,000 per c.mm., 
with 61% polymorphs. Urethane was discontinued, a total of 
51 gr. (3.25 g.) having been given over 34 days. A further 
transfusion of 600 ml. of Group O blood was given to combat 
leucopenia. 

The apparent recovery of the child called for a reconsidera- 
tion of the diagnosis. A Paul—Bunnell test for glandular fever 
proved negative. When sent home on Sept. 28 the child 
appeared to be quite well. 

Unfortunately she was not seen as an out-patient because she 
lived 50 miles away, but in a reply to a letter her private doctor 
stated that “she went downhill rapidly and died on Oct. 27.” 


Discussion 


Watkins (1947) states that in acute leukaemia of children 
little or no benefit is obtained from urethane, and that there 
is not sufficient change to warrant its use other than experi- 
mentally. Undoubtedly in my case blood transfusion was 
a life-saving measure at first, but the dramatic clinical and 
haematological improvement was far greater than could 
have been due to transfusion alone. Spontaneous remis- 
sions are not uncommon after transfusion inf dtute leuk- 
aemia of children, but a remission rarely lasts more than a 
week, and the disease is usually fatal within two months of 
the onset. In the present case the improvement after trans- 
fusion was maintained, and would appear to have been 
enhanced and prolonged by urethane treatment. 

The prognosis was exceedingly grave in view of the 
child’s age and of the fall in haemoglobin level to 28%. 
Paterson et al. (1946) attach importance to the initial 
haemoglobin level, for in three out of four of their cases 
of lymphatic leukaemia in which the haemoglobin was 
below 55% the patient died despite adequate blood 
transfusions. 


It is unfortunate that no blood count was done whe 
the final deterioration began, as it is now impossible 
say whether this was due to an exacerbation of the orig 
disease or to the toxic effect of urethane on the myeloid 
cells. This was foreshadowed in the blood count of 
Sept. 23, when of 18,150 white cells 2.5% were metamyelo 
cytes and 76.5% were young band forms of polymorph 
nuclear leucocytes. 

The use of urethane in this case profoundly modified thy 
disease process, and therefore seems to have been justified 


Summary 


A case is described of acute lymphoblastic leukaemia which 
responded initially to urethane therapy. 


The palliative effect in this case would seem to justify furthe;} ‘ 


trials of urethane in acute leukaemia. 

It is uncertain whether the fatal outcome in the case described 
was due to the disease or to the toxic effect of urethane on cel 
of the myeloid series. 

Whilst it is probable that the large volume of blood given to 
this child contributed largely to the remission in the leukaemic 
state, it seems reasonable to suppose that the duration of this 
remission was related to the use of the drug. 


My thanks are due to Dr. E. D. Scott and Dr. M. A. Leslie-Smith 
for permission to publish the case, and to Dr. S. Instone for her 
encouragement and advice. 
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Medical Memoranda 


Malignant Tumour of the Small Intestine 


Malignant tumours of the small intestine are relatively uncom- 
mon, although reports on more than 500 cases are now avail- 
able. Carcinoma is said to occur more often than sarcoma in 
the proportion of 6 to 4 (Mayo, 1940), carcinoma being found 
most commonly in the jejunum and sarcoma in the ileum. The 
age incidence in carcinoma is accepted to be higher than in 
sarcoma, and the sex incidence is in favour of males in the 
ratio of 2 to 1. 
The following report of a case of adenocarcinoma of the 
ileum differs from those recorded by Rankin and Mayo (1930)f 
in that no loss of weight occurred and no occult blood was 

found. 
Case REPORT 


A publican aged 59 was admitted on Jan. 6, 1948, complaining of 
generalized abdominal pain and vomiting. His symptoms first began 
11 months previously, and consisted of griping pains and vomiting 
in attacks lasting 10 to 14 days. He suffered some half-dozen such 
attacks, with intervals of about a month’s freedom, before consulting 
his doctor. Two days before admission he developed generalized 
abdominal pain with vomiting and for the first time he had absolute 
constipation. 

During the 1914-18 war he contracted malaria and sandfly fever 
while serving in Palestine. Since that time he had always had two 
or three loose motions daily, but at no time did he notice blood or 
mucus in the stools. He suffered for many years from winter 
bronchitis. 

On examination he was seen to be a well-built man with no obvious 
loss of weight. He was in considerable pain and was vomiting at 
fairly frequent intervals. The abdomen showed a generalized dis- 
tension, with some diffuse tenderness on palpation, but no mass was 
felt. He had shifting dullness in the flanks, and loud borborygmi 
were heard. Rectal examination showed no abnormality. He was 
given an. enema, which produced a faecal result in the form of a 
foul-smelling, pale, toothpaste-like ribbon. A further enema one 
hour later was returned unchanged, and a diagnosis of intestinal 
obstruction was made, the cause of which was not obvious. 

Operation.—The abdomen was opened through a lower right para- 
median incision and a quantity of straw-coloured fluid escaped from 
the peritoneal cavity. There was marked distension of the small 
intestine down to a point 30 in. (76 cm.) from the ileo-caecal valve. 
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A hard mass about the size of a tangerine orange involved the gut 
at this point and occluded the lumen of the bowel. A resection of 
g in. (20 cm.) of the bowel including the tumour, together with a 
wedge of mesentery containing enlarged glands, was carried out, con- 
tinuity being restored by lateral anastomosis. The anastomosis was 
performed first, as the patient’s condition had deteriorated, but as it 
subsequently improved resection became possible. The abdomen 
was closed and the patient returned to bed with an intravenous 
glucose-saline drip and a gastric aspiration in operation. 

Pathology of the Tumour-bearing Intestine.—* The loop of small 
intestine is involved by a stenosing carcinoma of scirrhous appear- 
ance. The tumour is about 1 in. (2.5 cm.) in length and encircles the 
whole wall. No gross ulceration of the mucosa is observed and no 

lypi are seen. Careful search fails to reveal any associated lymph 
glands involved by metastases. Histological examination showed an 
adenocarcinoma which is deeply infiltrating the bowel wall, with an 
accompanying scirrhous reaction. The lesion is not of carcinoid 
origin, the tumour consisting of acini of varying size, showing 
irregularity in cell type and nuclear configuration.” } 

Convalescence was lengthened by a post-operative pneumonia but 
was otherwise uneventful, and the patient was discharged on Jan. 23. 
When last seen two months later he was well and leading a normal 
life. 

I am indebted to Mr. G. F. Mitchell, under whose.care the patient 
was admitted, for permission to publish this case, and to Dr. R. L. 
Bishton and Dr. R. C. Hill for the pathological report on the 


specimen. 
F. J. C. Matruews, F.R.C.S.Ed., 
Assistant Surgeon, Hospital of St. Cross, Rugby. 
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A Case of Inherited Spina Bifida 


The aetiology of foetal deformity is still uncertain. Such 
diverse factors as heredity, multiparity, diabetes, placenta 
praevia, and maternal rubella have variously been incrimi- 
nated. The inheritance of minor deformities along Mendelian 


‘Jines is not uncommon; while the occurrence of a major 


deformity in siblings increases the chance of such deformity 
reappearing, though Gibberd (1947) considers this to be only 
a fourfold increase above the normal probability. Direct 
inheritance of major deformity from the mother is naturally 
uncommon, and the following example is worthy of record. 


Case HIsTory 


A primigravida aged 21, in her 37th week of gestation, was 
admitted to hospital on May 7, 1947, with diagnosis of toxaemia 
and disproportion. The toxaemia proved to be minimal, but 
examination disclosed a fluctuant swelling the size of a coconut in 
the midline of the lumbar region, extending from the second lumbar 
to the first sacral vertebra. There was exaggeration of the lumbar 
lordosis, but no scoliosis; the swelling was compressible and had 
a well-marked cough impulse. Both feet showed pes cavus (right 
more than left). There was wasting of the thigh and calf muscles 
on the right, and } in. (1.9 cm.)-shortening of the right lower 
extremity. A diagnosis was made of meningomyelocele, and the 
spinal deformity was confirmed by radiography at a later date. 

Obstetrically, the case was one of brim disproportion, with a 
floating head and some slight degree of hydramnios. X-ray examina- 
tions were intended, but labour started spontaneously the night 
after admission, and vaginal examination soon showed that the dis- 
proportion was caused by a hydrocephalic head ; this was perforated 
at half dilatation of the cervix, and a female foetus weighing 
6 Ib. 1 oz. (2.75 kg.) was delivered uneventfully. It showed a 
moderate hydrocephalus, with a gross dorsi-lumbar spina bifida of the 
open myelocele type. ° 

COMMENT 

No reference to the inheritance of spina bifida has been 
found in the available literature, and Ford (1946) does not 
include it in an exhaustive list of inherited disorders. Despite 
the difference in degree of the foetal and maternal condition 
it seems reasonable to suppose that some genetic factor had 
been transmitted and that further pregnancies would run a 
very considerable risk of being ssimilarly affected. It is 
impossible to assess the relative importance of heredity and 
environment in relation to the developmental errors of the 
young embryo; the majority of gross abnormalities are lost 
as abortions, while of those which are born alive only a very 
small percentage reach reproductive life and have the oppor- 
tunity. of passing on to the next generation whatever genetic 


factor may be involved. There is a growing tendency to find 
environmental factors such as dietetic deficiency (Warkany, 
1944), rhesus iso-immunization (Wiener, 1946), and maternal 
rubella (Gregg, 1941) to account for foetal deformity, but it 
seems probable that many cases of gross defect are genetic in 
origin. 

My thanks are due to Mr. Samuel Davidson for permission to 
publish this note. 

W. G. Mitts, F.R.C.S., M.R.C.0.G., 


Late Resident Surgical Officer, 
Maternity Hospital, Birmingham, 
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Occurrence of Convulsions During Treatment 
with Calciferol 


The value of high dosage of calciferol in the treatment of 
lupus is well established, and in view of the success of the 
method its use is likely to be further extended until the thera- 
peutic effect has been evaluated in other tuberculous infections. 
Calciferol has been recognized as a potentially toxic drug, and 
anorexia, nausea, vomiting, and polyuria are well known to 
follow its use. So far, however, I have seen no record of the 
occurrence of convulsions after calciferol and therefore con- 
sider that the following case should be put on record. 


Case History 


A boy aged 10 was admitted to the Surrey County Hospital with 
a history of malaise for one month and an unexplained pyrexia of 
one week’s duration. On admission the temperature was 101° F. 
(38.3° C.). The abdomen was full and slight tenderness was present 
on deep palpation in the R.I.F. No definite mass was felt, but on 
bimanual examination with a finger in the rectum a large gland was 
discovered low in the right side of the abdomen. White cells 
numbered 7,500 per c.mm. (P. 70%, L. 20%, M. 9%, E. 1%). The 
Mantoux test was positive 1 in 10,000. X-ray examination of the 
chest revealed nothing abnormal. A diagnosis of tuberculous mesen- 
teric adenitis was made, and treatment with calciferol 50,000 units 
twice daily was started. The temperature settled rapidly, with an occa- 
sional evening rise to 99° F. (37.2° C.). On Nov. 21, 1947, the boy 
was allowed home at his parents’ request, to rest in bed and continue 
calciferol, 50,000 units twice daily. There had been no symptoms 
of intolerance during his stay in hospital, but the parents were 
warned of the possible occurrence of toxic symptoms. On Dec. 15 
he was readmitted to hospital suffering from generalized convulsions. 
It appeared that, in addition to the 100,000 units of calciferol pre- 
scribed, an ampoule of sterogyl containing 600,000 units had been 
given by mouth a week previously. Soon afterwards nausea, occa- 
sional vomiting, and obstinate constipation had developed ; he be- 
came increasingly drowsy and could not be roused for some hours 
before the first convulsion began. 

On admission very frequent generalized convulsions were occurring ; 
no focal signs were present on examination of the central nervous 
system except for an extensor plantar response on the right side, 
which became flexor 48 hours later. Treatment included 0.25 g. of 
soluble hexobarbitone intravenously, followed by 14 gr. (0.1 g.) of 
soluble phenobarbitone intramuscularly two hours later. Apart from 
a further slight convulsion and slight vomiting recovery was uninter- 
rupted, being complete in 48 hours. The blood calcium was 18 mg. 
per 100 ml. on the day of admission, falling to 14.8 on Dec. 22 and 
12.9 on Dec, 29. The urinary output was well maintained and the 
urine contained no albumin or casts. lood urea was not 
estimated. 

There was no family history of fits, nor had the boy suffered 
previously from convulsions. . 


COMMENT 


In view of the fact that increasing concentrations of calcium 
are known to decrease the frequency of impulses discharged 
from nerve cells stimulated with acetylcholine it seems likely 
that the fits were due to a direct toxic effect of calciferol rather 
than to the associated hypercalcaemia. Overdosage with calci- 
ferol is known to produce a rise in the blood urea, but in the 
absence of oliguria or albuminuria it seems unlikely that the 
convulsions were uraemic in origin. 


HEWARD BELL, M.B., M.R.C.P. 
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Reviews 


GENITO-URINARY SURGERY 


Texibook of Sontn-Ustawy wars Edited by H. P. Winsbury- 
White, M.B., Ch.B., F.R.C.S., F.R.C.S.Ed ith 39 Eminent 
Contributors. (Pp. 1046; 451 illustrations, many in full colour. 
£4 10s.) Edinburgh: E. and S. Livingstone. 4 


There can be no doubt of the importance of this book. It 
is the first work written by many authors that has come from 
the British school of genito-urinary surgery, and as such it 
is sure of a welcome.. To edit such a book is no light under- 
taking, and any criticisms of this impressive volume are made 
with a full realization of the arduous work that its production 
must have entailed for Mr. Winsbury-White. 

One of his many difficulties must have been to select the 
contributors, of which there are thirty-nine. A skilful surgeon 
is not necessarily a clear exponent of his art, and even if he 
can write he may be tempted to give undue prominence to the 
methods of treatment he favours and to the particular technique 
he uses in operating, thus giving an unbalanced account of the 
subject he discusses. It is risks of this kind that an editor in 
command of so large a team must take. Inevitably the various 
contributions to this work are of unequal value, and it would 
be invidious to try to compare the quality of the different 
sections. All that can be said is that the editor has chosen 
contributors that are good representatives of British genito- 
urinary surgery, although one or two names we might have 
expected to see are missing. It would have been more con- 
venient if the names of the various writers had appeared at the 
beginning of their articles instead of being tucked away at the 
end of them. So also might it have been preferable if such 
a bulky and heavy tome as this had been broken into two 
volumes, but the shortage of boards and the scarcity of binders 
may well have made this difficult. The illustrations and the 
coloured plates are of a very high order. The need for an 
up-to-date work by British urologists has long been apparent, 
and we confidently. expect that this handsome volume will find 
a place on the bookshelves of a great many surgeons, not only 


here in England but abroad. 
KENNETH WALKER. 


MEDICAL RESEARCH IN AMERICA 


American Medical Research Past and Present. By Richard H. 
Shryock, Ph.D. Studies of the New York Academy of Medicine 
Committee on Medicine and the Changing Order. (Pp. 350. 
14s.) New York: Commonwealth Fund. London : 


Geoffrey Cumberlege. 1947. 


This book is something new and exciting in medical literature. 
The author is a non-medical professional historian. It is essen- 
tially a social history of medical research which relates the 
development of medical research in the U.S.A. to the economic 
progress.of society. There have been four phases in American 
medicine: the British influence from 1750 to 1820; the French 
from 1820 to 1860, the German from 1860 to 1895, and the 
independent American tradition thereafter. Until the end of 
the nineteenth century the mainspring of American life was 
commerce and the pursuit of wealth, and none of the dis- 
interested arts—painting, music, or medical research—really 
flourished there. The turning points were the growing realiza- 
tion of the importance of science to national life and industrial 
prosperity, the foundation of the Johns Hopkins Hospital, which 
set a new pattern for medical education in America, and the 
Rockefeller bequests, which directly and indirectly stimulated 
the expansion of medical research. 

Dr. Shryock discusses with dispassionate understanding many 
problems that still beset us—the difficulty of securing adequate 
rewards for teaching and research in a competitive society, the 
arguments for and against security for the research worker, 
the difficulties of team work, the problems of planning research 
in a free society. There are signs that in America also the era 
of private support for research is coming to an end owing to 
the diminishing number of large incomes under individual con- 
trol. The State is becoming more and more the dominant 
partner in subsidizing research. It has been estimated that, 


whereas just before 1940 total expenditure on all form dt... 
scientific research in the U.S.A. was about $250,000,000, yey 
which only $50,000,000 were Federal funds, by 1944 more 20 | 
$600,000,000 was being spent by the Federal Government alonal~ h 
It has even been suggested that research should be establishe ae e 
as a fourth branch of government. These developments hg * 
given rise to the usual fears of the regimentation of science, ap hye 
the usual controversy for and against planning of work and Q vw 
the relative importance of fundamental. and applied scieng a 
Dr. Shryock’s book is therefore more than a history of Americal“. 7 
medical research: it is a discussion of the basis and philosoph ped 


of research in general. It is clearly written and closely dogy oth 
mented, and will be of the greatest value to all who benef eas 
from, take part in, or make provision for medical research, he fix 
L. J. Wimts, barely 

touche 

LECTURES ON PSYCHO-ANALYSIS fifteen 

Lectures on Psychoanalytic Psychiatry. By A. A. Brill, Ph, then 2 
M.D. (Pp. 259. 15s.) London: John 1948, 

ever’ 
This book can be recommended without reservation. Unlikif ning v 


so many publications purporting to describe psycho-analysis§ India 
it is an authoritative work written by the acknowledged foundes during 
and mainstay of psycho-analysis in the U.S.A., who until passed 
the day of his death practised and taught Freudian analysif what t 
with unswerving devotion to its principles. It consists of sf now $ 
series of lectures given annually to audiences of youngg creed, 
psychiatrists for close on a quarter of a century. Based on; 
ripe experience of both psycho-analysis and psychiatry, ani 
written in a clear and almost racy style, it can be read with 
understanding by any intelligent layman wanting to acquir 
some orientation in both subjects. 

Of particular interest to the general reader is the introductory 
chapter, in which Brill describes the state of psychiatry whe 
shortly after his qualification, he made his first approach t 
the subject. The descriptive psychiatry of Kraepelin, whic 
thanks to the exertions of Meyer, was then much in vogue, soon ™4NY 
left Brill dissatisfied, and a journey to Paris in search of more °WlY 
effective therapeutic methods was equally disappointing. 
this point, Brill tells us, he nearly threw up the sponge; b 
a lucky recommendation to. visit Burghélzli,, where Bleule: 
together with Jung and others were investigating the theoried 
of Freud some twelve years after they were first adumbrated, 
led to his complete conversion to the psycho-analytica 
approach. Incidentally, his asides on Jung’s belligerent an 
irascible devotion to Freud are particularly intriguing in th 
light of Jung’s later repudiation of Freud and all his wor 
or at any rate his abandonment of all that mattered in psych 
analysis. In these days, when newcomers to psychiatry ar 
inclined to take for granted that the discoveries of Freud we 
just an important part of a general psychiatric progress, it i 
well to be reminded so uncompromisingly that Freud was th 
founder not only of psycho-analysis but of modern clini 


pyschology. 
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EARLY MEDICINE IN INDIA 


The Beginnings of Modern Medicine in Madras. By D. V. S. 
Reddy, With foreword by Major-General J. B. Huban, Surgeon- 
General with the Government of Madras. . 240. 5 rupees.) 
Calcutta: Thacker, Spink and Co. (1933), Ltd. 1947. 


Dr. Reddy’s book is an interesting and very readable addition 
to the history of medicine in the Madras Presidency from t 
early days of the ship surgeons of the East India Company t 
the dawn of modern medicine there—the foundation of th Mee by 
Madras Medical School in 1835, the precursor of the presen enn 
institutions, hospitals, colleges, and laboratories in the Presi- change 
dency. The author dedicates his book to his teachers in the} munici 
Madras Medical College and associated teaching hospitals, andj editor, 
in the opening words of his preface he says that this work,| 8 by ! 
based on the study of original records, is the outcome off be" ¢ 
his love and gratitude to his alma mater, the Madras Medical] Y °*! 
College, and its parent institution, the Madras General Hospital aes 
—institutions that have trained thousands of medical men and} jnteres 
saved the lives and health of millions of mankind, men, women?,| service 
and children, of all nationalities and creeds. Nor in the} interes 
reviewer's. opinion is his claim exaggerated, for at the Madras 
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ll forms of General Hospital there is probably a greater wealth of avail- 
000, able medical material relating to tropical medicine than at 
} more th any hospital in the world and an atmosphere as democratic 
ment alon@§.. that in any large London hospital. One reason is that 
establishe@ yadras has a longer history of close association with the 
ments ha West than any other part of India ; it is almost the only part 
CleNCe, an@ of that sub-continent where a large European, Eurasian, and 
ork and o& native Christian community has long been naturally domi- 
ed scienog .ijed, The result has been that modern medicine has had a 
f Americ very favourable soil in which to develop. 


Philosoph In a prologue the author describes very briefly the general 


sely do evolution of medicine, outlining its sources from Graeco- 
‘ho benef Roman, Arab, Ancient Indian, and Western European systems ; 
research, Bhe fixes the date for the beginning of modern medicine as 
- Wirts, barely 300 years ago. When the first ships from Europe 


touched the West Coast of India towards the close of the 
5 fifteenth century India was, as the author points out, neither 
then a vast dark continent like Africa nor devoid of medical 
practitioners, as the edicts of Asoka and other records show. 
Nevertheless, modern medicine came from the West. Begin- 
ning with an account of the medical arrangements of the East 
India Company, he describes its history in those early days 
during which medical organization and technical advance 
passed by slow stages and often through troublous times to 
if what blossomed forth into the modern medical institutions that 
now serve the needs of fifty millions of multitudinous race, 
creed, and social status. 


RICKARD CHRISTOPHERS. 


GUIDE FOR STUDENTS 


The Clinical Apprentice. A Guide for Students of Medicine. 


-oductorn| By John M. Naish, M.D., M.R.C.P., and John Apley, M.D., 
y MRCP. With foreword by Professor J. A. Ryle. (Pp. 200; 
Ty re 71 illustrations. 15s.) Bristol: John Wright and Sons. 1948. 
roach t 

1, whichg This book is one of the best and one of the shortest of the 


many which undertake to guide the footsteps of the student 


gue, 

of more newly entered upon his clinical career. The approach through- 
ng. out is clinical in the strictest etymological sense, and the patient, - 
nge ; bul instead of being disarticulated into a collection of unrelated 


systems, is allowed the privilege of remaining an indivisible 
whole. The authors have omitted any discussion of clinical 
pathology and the arid pages of anatomy and physiology which 
encumber so many books of this type. In simple, almost 
colloquial language, with a leaven of equally simple humour, 
they introduce the student to his first patient and explain the 
basic principles of physical examination. This lively and 
unpretentious, little book provides the clinical clerk with just 
what he needs during his first few weeks in the medical wards 
without arousing despondency by revealing too clearly how 


-# much he has to learn. 
R. Bop.ey Scott. 


The Hospitals Year-Book 1948 (British Hospitals Association, 52, 
Green Street, W.1; £1 1s.) is mainly a directory assembling a mass 
of useful information about the regional hospital boards, the group- 
ing of hospitals under management committees, and the designated 
teaching hospitals under boards of governors. The list of hospitals 
disclaimed from the National Health Service by the Minister of Health 
is given. There are 256 of these, the majority being small or of a 
denominational character. The Year-Book also sets out the hospitals 
as they were on July 4, 1948. The statistical tables of the work and 
finances of the voluntary hospitals before the taking-over are now 
a closed chapter, but they have their interest. In particular it is 
shown what a tremendous financial burden the steeply rising costs 
became. The cost of the voluntary hospitals for maintenance alone 
tose by 115% between 1938 and 1946. However, there was a large 
increase in voluntary contributions under the shadow of impending 
change. The increase in cost was not confined to voluntary hospitals : 
municipal and mental hospitals show comparable increases. The 
editor, Mr. J. P. Wetenhall, suggests that the risk of remote control 
is by no means yet a thing of the past, although the position has 
been considerably safeguarded by the final form of the Act and 
by certain subsequent regulations which imposed a _ considerable 
measure of responsibility on the new hospital management com- 
mittees, It is clear from this compilation that there is a great public 
interest in hospitals and a desire on the part of many to do personal 
service. A constitution for Leagues of Friends, through which active 
interest and support for local hospitals may be rallied and maintained, 
has been drawn up by the British Hospitals Association. 


BOOKS RECEIVED 


[Review is not precluded by notice here of books recently received] 


Die Weiblichen Sexualhormone in der Pharmakotherapie. 
By O. Miihlbock and others, (Pp. 300. 24.80 Swiss francs.) Berne: 
Hans Huber. 1948. 

The chemistry, pharmacology, and therapeutic uses of the female 
sex hormones. 

Héhenklima-Forschungen des Basler Physiologischen Insti- 
tutes. Edited by F. Verzar. 2nd ed. (Pp.97. No price.) Basle: 
Benno Schwabe. 1948. 


Papers on physiological changes at high altitudes. 


Les Facteurs Vasculaires et Endocriniens de L’Affectivitée. 
By A. M. P. Abely and others. (Pp. 190. 400 francs.) Paris: 
L’Expansion Scientifique Francaise. 1948. 

A study of the physiological changes that may accompany affective 
disorders. 


Schicksalsanalyse. By L. Szondi, 2nd ed. (Pp. 422. 28.50 
francs.) Basle: Benno Schwabe. 1948. 

Analysis of the individual’s destiny in relation to his mental inheri- 
tance and family environment. 


Heredity in Essential Hypertension and Nephrosclerosis. By 
P. Sdébye. Vol. 16. (Pp. 225. No price.) Copenhagen: Arnold 
Busck. 1948. 

The author concludes that the development of these disorders is 
probably always due to a hereditary gene. 


Hungerkrankheit, Hungerodem, Hungertuberkulose. By A. 
a and others. (Pp. 297. 28 francs.) Basle: Benno Schwabe. 


The pathological and clinical effects of starvation and_ its 


consequences. 


Gadd’s Synopsis of the British eye wg By H. W. 
ag -15Sthed. (Pp. 249. 5s.) London: Bailliére, Tindall and Cox. - 


A summary of the 1948 B.P., with notes on the law relating to 
poisons and dangerous drugs. 


A.M.A. Interns’ Manual. Issued by the American Medical 
Association. (Pp. 201. 12s.) London: W. B. Saunders. 1948. 


Notes on laboratory tests and on the uses and prescription of the 
commoner drugs. 


Health Teaching in Schools, By R. E. Grout, M.P.H., Ph.D. 
(Pp. 320. 20s.) London: W. B. Saunders. 1948. 


A manual for school teachers. 

Clinical Studies of Besnier’s Prurigo. By P.-H. Nexmand. 
(Pp. 236. No price.) Copenhagen: Rosenkilde and Bagger. 1948. 
A monograph on the disorder, with special reference to its treatment. 
The Principles and Practice of Rectal Surgery. By W. B. 


Gabriel, M.S., F.R.C.S. 4th ed. (Pp. 508. 45s.) London: H. K. 
Lewis. 1948. 

The text has been revised and a new chapter on anal incontinence 
included. 


DSc., Ph.D., 


Dictionary of Genetics. By R. Knight, 
1948. 


| 
A.LC.T.A. (Pp. 183. $4.50.) Waltham: Chronica Botanica. 
Includes terms used in cytology and animal breeding. 
Morals in the Melting Pot. By E. F. Griffith, M.R.CS., 
L.R.C.P. (Pp. 295. 9s. 6d.) London: Methuen. 1948. 
The author discusses such topics as contraception, divorce, extra- 
marital relationships, homosexuality, and preparation for marriage. 


Human Physiology. By C. G. Douglas, C.M.G., M.C., D.M., 
F.R.S., and the late J. G. Priestley, M.C., D.M. 3rd ed: (Pp. 258. 
18s.) London: Geoffrey Cumberlege. 1948. ” 


A practical course for the student of physiology. 

The Narrow House. By H. Fernee. (Pp. 272. 8s. 6d.) London: 
Christophers. . 1948. 

A thriller set in Soho. 
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HAEMOLYTIC DISEASE OF THE NEWBORN 


Haemolytic disease of the newborn continues to be the 
subject of intensive research, and advances in knowledge 
of two kinds have been published recently. In the first 
place the predictions of Fisher have been confirmed by 
the discovery by independent observers of both anti-d 
serum’ and the CdE (Rh,) type.” It is therefore probable 
that the boundaries of the Rh antigen-antibody scheme are 
now fully revealed, though within those boundaries Race 
and his co-workers have displayed in the elementary anti- 
gens C, c, D, and probably also E a complexity of antigenic 
structure at first unsuspected. In spite of lack of agree- 
ment on the terminology to be employed, whether the 
Rh-Hr or the CDE/cde system is the better, it is accepted 
on both sides of the Atlantic that the Rh group is of 
complex structure built up from a number of alternative 
components each of which may on occasion prove anti- 
genic in those from whose constitution it is absent. Lack 
of agreement on nomenclature does not conceal the essen- 
tial agreement on the facts now accepted by all workers in 
this field, who, whatever symbols they may use, realize 
that they are working with the same components. 

The second type of advance is well exemplified by the 
authoritative paper by Dr. P. L. Mollison and Miss Marie 
Cutbush published in this issue of the Journal. While the 
fundamental cause of haemolytic disease of the newborn lies 
in the iso-immunization of the mother against a blood-group 
antigen which she herself lacks, Rh incompatibility being by 
far the most common cause, there has been a great deal of 
uncertainty about the. exact mechanisms concerned and 
about when and how to treat the affected infants. Mollison 
and his co-workers have done more than anyone to fill in 
some of these gaps in our knowledge and understanding. 
The present publication supplements their earlier work on 
exchange transfusion* and on physiological jaundice of 
the newborn,’ and provides for the first time easily acces- 
sible criteria of severity which every obstetrical unit should 
be able to determine. A group of 52 normal infants served 
as controls for 74 affected infants born to immunized Rh- 
negative mothers. Sixty-nine of the latter group were live- 
born, and of these 50 were seen on the day of birth. The 
tests included examination of the blood for haemoglobin 
and bilirubin content, and the direct Coombs test for sensi- 
tization of the red cells. In 41 of the affected infants the 
serum was also tested for free Rh antibodies, and in 62 
the maternal serum was titrated for both saline-agglutina- 
ting and albumin-agglutinating antibodies. ; 

Perhaps the most important observations made by 
Mollison and Cutbush are those on the prognostic value 
of haemoglobin estimations in the newborn and their signi- 
ficance in determining the line of treatment required. They 


confirm the substantial rise in haemoglobin levels a f 
hours after birth brought about by reflux of blood from 
the placenta and show that anaemia in the newborn cay 
thereby be concealed ; capillary blood samples invariabj 
gave higher readings than cord or post-natal venous bloog 
In normal infants the haemoglobin or cord blood h 
values of 14-19.4 g. per 100 ml., the mean value beip 
16.35 g.; within 24 hours the mean value rises to 18.45 
if placental reflux has been permitted. Of 30 affected infan 
14 had cord-blood values within the normal range, and 
none of these died ; 16 had lowered values, and it is note 
worthy that only two out of eight’ infants with less thap 
8 g.% of haemoglobin survived. When venous blood wa 
examined a few hours later two infants with subnormal 
values in the cord blood were found to have values within 
the normal range of infants not recovering placental blood, 
and this increase was even greater in capillary blood. | 
is therefore clear that assessment of anaemia in the new. 
born is much more accurately made on cord-blood samples 
than on post-natal venous or capillary blood. If only the 
latter are examined the extent of the haemolytic proces 
may be underestimated and decisions about treatment 
might be adversely influenced. Some correlation also 
exists between the degree of anaemia and erythroblast- 
aemia ; infants with less than 10 nucleated red cells per 
100 white cells had usually over 12 g.% of haemo- 
globin, and all of these recovered. On the other hand, 15 
infants died among 33 whose nucleated red cells numbered 
more than 20 per 100 leucocytes; primitive forms were 
abundant, and in all except one the haemoglobin was 
below 12 g.%. 
Another important criterion of severity is the bilirubin 
content of the blood. In normal infants the values lie 
between 0.8 and 2.6 mg.% (average 1.6 mg.%), whereas 
in affected infants the cord-blood bilirubin is raised, indi- 
cating that increased haemolysis has been going on in utero. 
Cappell’ drew attention to the pronounced yellow colour 
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of the umbilical cord in affected children, an observation 
which may first attract the obstetrician’s attention to the 
disease in the absence of generalized icterus. The level of 
cord-blood bilirubin has some prognostic significance, for 
six out of 11 infants with more than 4 mg.% died. In 
mildly affected infants left untreated, whose cord bilirubin 
values ranged from | to 3.7 mg., the amount in the venous 
blood rose between the second and fifth days of life to 
1.3-15.8 mg. Obviously, therefore, blood bilirubin levels 
are of prognostic importance only if the estimation is made 
on cord-blood samples. 

In‘ earlier studies Mollison* brought forward evidence 
that the rate of destruction of erythrocytes does not increase 
after birth, being normally about twice as rapid in the first 
10 days of life as at later ages. Physiological jaundice of 
the newborn is therefore largely due to functional in- 
adequacy of the liver, and anaemia in the neonatal period, 
as Faxan® and Shapiro and Bassen’ showed, is largely 
due to insufficient replacement of the destroyed cells. In 
haemolytic disease the rate of blood destruction is maximal 
at birth, and the rapid onset of symptoms is due to the 
physiological stresses attendant upon the establishment of 
a separate existence. 
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Wiener® claimed that the type of foetal disease could be 
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accurately predicted from the nature of the maternal anti- 
bodies, Rh saline agglutinins being associated with icterus 
gravis, erythroblastosis, and kernicterus, whereas Rh albu- 
min agglutinins were found in cases of hydrops and con- 
genital anaemia. These views found little or no favour 
with other workers, but Wiener® has recently modified 
them so that he now attaches little or no clinical impor- 
ance to the presence of Rh saline agglutinins alone in the 
maternal serum and attributes all forms of haemolytic 
disease to the presence of antibodies of the albumin- 
agglutinating type, which he prefers to call univalent anti- 
bodies or glutinins. Wiener suggests that only univalent anti- 
bodies are capable of traversing the placenta, and he claims 
that their fitre in the maternal blood is closely correlated 
with the severity of the resulting foetal disease : when the 


foetus is Rh-negative, and therefore unaffected, the univa-. 


lent Rh antibody titres of maternal and cord serum are 
equal, but when the foetus is Rh-positive the foetal red 
cells become coated by adsorption of the antibodies, the 
titre in the foetal serum being thereby reduced. Wiener 
applies this concept also to cases of sensitization to A or B, 
holding that these are due to the development of immune 
univalent anti-A or anti-B; he explains the absence of 
haemolytic disease in most heterospecific pregnancies by 
failure of the normal isoagglutinins a and B to pass through 
the placenta in sufficient amount to cause harm. 

Mollison and Cutbush, on the other hand, are less satis- 
fied that there is any close correlation between the maternal 
antibody titre and the prognosis for the foetus. They agree 
that a high titre of albumin-agglutinin is usually associated 
with severe anaemia and is a bad prognostic sign, but the 
converse is not true and many exceptions are encountered. 
Cases with predominantly saline agglutinins are usually 
less severely affected, and none of these infants died within 
the first 24 hours. They stress the impossibility of sepa- 
rating cases sharply into the three main varieties of hydrops, 
icterus gravis, and congenital anaemia, and consider that 
these merge imperceptibly the one into the other. Their 
experience of titrating the Rh antibodies in the infant’s 
serum is also rather different from Wiener’s,’° and they 
found the amount of free antibody very poorly correlated 
with the severity of the haemolytic process—one infant 
with a titre of 1 : 16 was so mildly affected as to require no 
treatment, though the cells gave a positive direct Coombs 
test, while others died within 24 hours in spite of a very 
low titre. On the whole they favour the view that albumin 
agglutinins are all-important in the aetiology of the disease, 
since this is more in agreement with their conception of 
maximum haemolysis before and at birth rather than with 
the onset or aggravation of haemolysis after birth. In 
such a view none of the varieties of haemolytic disease is 
due to entry of materaal antibodies into the foetal circula- 
tion only during labour, nor is it necessary to postulate 
that the effects of blocking antibodies are increased by 
“conglutinin” rapidly produced after birth. Wiener’s 
conception of this process is at variance with the morbid 
anatomy of the disease, as Cappell’? emphasized. 

In Mollison and Cutbush’s series, out of 69 live births 
50 infants survived, and of these only one has shown signs 
of cerebral damage ; whereas in those dying on the second 


to the fifth days nuclear jaundice was commonly present. 
Without doubt this complication greatly diminishes the 
chance of survival, but, as Parsons!* has pointed out, 
this is not to be deplored. Although these infants were 
anaemic at birth, in some this was no longer apparent at 
the time of death, and a marked erythroblastaemia was 
evidence of rapid regeneration of red cells in some cases. 
Mollison and Cutbush do not accept the idea of damage ° 
to the central nervous system by the direct action of Rh 
antibodies on tissue cells. Their work suggests that the 
three forms of haemolytic disease are merely manifesta- 
tions of different degrees of haemolysis. If this has been 
severe and long-continued before birth the foetus is pro- 
foundly anaemic and hydropic and is either stillborn or 
dies within 24 hours, before there is time for severe jaun- 
dice and kernicterus to develop. If the process is less 
severe the infant may live over the first few days, when 
the excessive haemolysis and functional immaturity of the 
liver lead to accumulation of bilirubin and other waste 
products formerly excreted through the placenta ; damage 
to the liver may follow, and this in turn may play a part 
in determining the occurrence of cerebral damage. The 
mildest cases of all, the congenital anaemias, are those in 
which jaundice is not severe but anaemia of varying degree 
develops. The paradox of absence of severe jaundice but 
with progressive anaemia may be partly explicable by less 
severe blood destruction than in icterus gravis together 
with a more efficiently functioning liver, while the anaemia 
is probably attributable not only to some excess haemolysis 
but perhaps even more to an exaggerated depression of 
haemopoiesis such as Shapiro and Bassen’ have shown to 
be concerned in the anaemia of normal infants in the neo- 
natal period. If, therefore, haemolytic disease is due solely 
to the effects of the albumin agglutinins, it is a little sur- 
prising that there is not a better correlation with the titre 
of such antibodies in the maternal serum, and perhaps there 
may be some further type of antibody concerned, as Hill, 
Haberman, and Jones'* have suggested. 

* Mollison and Cutbush have demonstrated clearly the 
great value of the direct Coombs test, which they found 
invariably positive in affected infants; furthermore, the 
strength of the reaction was fairly well correlated with the 
maternal titre of albumin agglutinins and was to some 
extent of prognostic significance, in so far as a weakly 
positive reaction was not found in any severely affected 
infant. The converse, however, was frequently observed, 
and it is surprising to learn that the direct Coombs test 
may remain positive, in infants not treated by exsanguina- — 
tion transfusion, for longer than 93 days. If, the trans- 
placental passage of Rh antibodies is regarded as an 
example of passive immunization it would appear that 
when the cells are destroyed the antibody may be dis- 
sociated from the antigen in a form which is capable of 


1 Haberman, S., et al., Blood, 1948, 3, 682. 
2 van den Bosch, C., Nature, 1948, 162, 781. 
3 Lancet, 1948, 2, 522. 

4 Ibid., 1948, 1, $13. 

5 British Medical Journal, 1946, 2, 641. 

paediatr., Stockh., 1937, Suppl. 1. 

? Amer. J. med. Sci., 1941, 202, 341. 
° fae. J. clin. Path., 1946, 16, 477. 
‘oc. Amer. Ass. Blood Banks, August, 1948 (in press). 

10 . Lab. clin. Med., 1948, 33, 181. 
11 Brain, 1947, 70, 486. 

18 Lancet, 1947, 1, 534. 

18 Blood, 1948, Spec. Issue 2, 80. 
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attaching itself to new Rh-positive cells, and thus the 
Coombs test may remain positive for a surprisingly long 
time. In cases treated by exsanguination transfusion, on 
the other hand, the return of Rh-positive cells to the circula- 
tion is not accompanied by a return of the positive direct 
Coombs test, and perhaps the removal of the major part of 
the infant’s plasma is a more useful contribution to the 
treatment than has been realized. 

In view of this striking testimony to the value of the 
direct Coombs test it is worth while to examine the claim 
by Wiener and Gordon’® that their plasma-albumin con- 
glutination test is superior because of its greater simplicity 
and increased sensitivity. When examining the red cells 
of affected infants, however, Hill and Haberman’ and 
also Wiener and Gordon observed the occasional absence 
of a positive conglutination reaction on the part of cells 
which gave a positive Coombs test. The latter authors 
explain this phenomenon as due to the absorption of “ con- 
glutinoid ” by sensitized foetal red cells coated with univa- 
lent Rh antibodies. “Conglutinoid” thus prevents the 
union of the sensitized erythrocytes with “ conglutinin ” in 
a manner analogous to the interference by “ complemen- 
toid ” with the action of complement in a haemolytic system 
or to the inhibition of agglutinating Rh antibodies by 
blocking Rh antibodies. Wiener and Gordon admit that 
the cells thus. doubly “blocked” nevertheless gave a 
strongly positive direct Coombs test. An unprejudiced 
observer might be pardoned for assuming that this is a 
point substantially in favour of the British test, which is 
subject to no such fallacies if the cells are first adequately 
washed in saline. 

Now that the technique of exsanguination transfusion is 
so widely known and is so easily acquired it is very neces- 
sary to have sound criteria for the assessment of severity 
in cases of haemolytic disease. In studying the indications 
for treatment Mollison and Cutbush have had all the 
advantages of a research institution behind them, and by 
rigorous control of their technical methods they have 
ensured a standard of accuracy which few laboratories 
will attain. Even with less rigid standards, however, the 
relatively simple -investigations on which they lay the 
greatest stress can be undertaken in the majority of hos- 
pital laboratories with a sufficient degree of accuracy to 
bring about a great improvement in the assessment of indi- 
vidual cases, provided only that due care is taken to per- 
form the haemoglobin estimations with properly calibrated 
instruments and to collect, whenever possible, a sample of 
cord blood for the initial investigations. 
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CONTINUING STREPTOCOCCAL DISEASE 
The pathogenesis of rheumatic fever is a puzzle, but it 
is generally agreed that the haemolytic streptococcus plays 
an important part. In 1930 Schlesinger' suggested that 
repeated streptococcal infection, by altering the tissue 
reactivity, predisposes an individual to acute rheumatism, 
and some support to this view is given by Rantz and his 
co-workers,” who have recorded the results of a large-scale 
investigation carried out during the war by the Commission 
on Haemolytic Streptococcal Infections of the U.S. Army. 


Some 1,500 cases were studied, 410 of which were found 
to have had an invasive streptococcal infection. Rheu- 
‘matic fever did not develop in any of the 1,100 men with 
infections definitely or probably not of streptococcal origin, 
whereas 15 cases occurred among the 410 men with infec. 
tions due to Group A haemolytic streptococci. But apart 
from the obvious cases of rheumatic fever the authors 
noticed that many men, even in the absence of continuing 
suppurative complications, failed to attain a true measure 
of health after clinical recovery. After analysing the results 
of their observations they postulate the existence of what 
they term a “ post-streptococcal state,” of which manifest 
carditis is but the extreme example. 

This clinical crescendo ‘may be grouped broadly into 
four stages. First, patients in whom the only sign of 
tissue reaction after recovery is a persistently increased 
blood sedimentation rate. In the second group the increase 
in sedimentation rate persists during a latent period which 
is. followed by irregular fever and a history of general 
malaise, tiredness, and loss of weight. Some of these 
patients may pass into the third stage, in which, though 
the heart appears normal on clinical examination, changes 
can be found in the electrocardiogram. Finally, the fully 
established acute rheumatic arthritis with or without 
obvious cardiac damage forms the possible end-result 
of the syndrome. It is interesting that Watson, Rothbard, 
and Swift® reached much the same conclusions from their 
study of 110 soldiers in 1945. 

In a later analysis of 299 streptococcal infections Rantz 
and his colleagues‘ concluded that 72 patients probably 
showed some degree of this continuing disease. Arth- 
ritis, for example, was seen in 19. Among these there 
was usually no evidence of an intervening latent period, 
but in 9 of them abnormalities had appeared in the 
E.C.G. before the arthritis began. In 14 other patients 
recovery from the streptococcal infection was followed by 
a latent period of apparent recovery varying from 15 to 19 
days, after which a secondary rise of temperature occurred. 
All but one of these patients had an increased blood 
sedimentation rate throughout the latent period, in 
some for as long as six weeks, and in five of them 
abnormalities in the electrocardiogram were apparent, 
though there was no clinical evidence of cardiac disease. 
Finally, in 10 patients the persistence in the rapidity of the 
blood sedimentation rate was the only obvious abnormality, 
yet in four of them the electrocardiogram was abnormal. 

When the series was examined with a view to determining 
the effect of treatment on the subsequent development of 
this continuing streptococcal disease no difference was dis- 
covered between those untreated and those. who feceived 
chemotherapy with sulphonamides or penicillin ; and even 
when salicylates were used throughout the acute stage the 
apparent reduction was not sufficiently large to suggest 
a true difference. It is interesting, however, in view of the 
attention which is now given to ward reinfection, to find 
that amongst the patients infected with only one type of 


1 Arch. Dis. Childh., 1930, &, 411. 
one intern. Med., 1945, ; 16, 131; 1946, 77, 121, 260, and 78, 369; 1947, 79, 
3°J, Amer. med. Ass., ~~ 128, 1145. 
§ Arch. intern. Med., 
5 Bull. Johns Hi Hook. ‘Hom. 1942, 71, 123. 
§ Ibid., 1944, 75, 1 
7 McKeown, E. F., is Path. Bact., 1947, 89, 547. 
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streptococcus the incidence of the post-streptococcal state 
was 12% ; whereas in those who later were reinfected with 
one or more new types the incidence was 32%. Schlesinger’s 
insistence on the importance of reinfection thus seems sound. 
It is always tempting to try to find a single cause for 
a clinical syndrome, and in an acute infection the bacterial 
agent seems the obvious starting point. But it may well 
be! that in certain pathological states it is not the primary 
infecting agent which matters so much as the reaction 
which it induces in the host: there are now numerous 
examples of similar clinical pictures being produced by a 
variety of agents. Rich’s work,*°*® which relates certain 
forms of sensitization to the reaction of tissues that is 
seen in periarteritis nodosa, is an example; and more 
recently the demonstration of typical Aschoff bodies occur- 
ring as a result of sensitization to horse serum seems an 
indication of another.’ As Rantz points out, the post- 
streptococcal state cannot be due to any type-specific 
fraction or product of S. pyogenes. He believes that 
typical rheumatic fever is more likely to occur in areas 
where streptococcal infection is common and where the 
degree of sensitization is therefore likely to be greater. 
In suggesting that rheumatic fever should be regarded as 
the extreme form of a more widespread state of strepto- 
coccal reactivity this group of workers has made a valuable 
contribution to the epidemiology of rheumatic disease. 


PROPHYLAXIS OF FILARIASIS 


Filariasis is still one of the greatest of the unsolved medi- 
cal problems of the Tropics. It is true that Loa loa pro- 
duces nothing more serious than Calabar swellings, but 
the repeated attacks of pain and itching, continuing in some 
patients for years, have to be endured before they can be 
realized, and in many areas few escape infection. Oncho- 
cerciasis is more serious, for in parts of the Anglo-Egyptian 
Sudan, the Belgian Congo, and the Gold Coast it is the 
cause of much blindness. Infection with Wuchereria ban- 
crofti also is often serious, since it produces elephantiasis 
of the limbs and genital organs. This may be a menace 
not only to health but to social security, for many tribes 
regard swelling of the scrotum as proof positive that the 
individual is a witch who has been caught by his own 
witchcraft. 

While it has long been known that antimony salts have 
some action on microfilariae in the blood, it is only in 
recent years that new drugs have been found which seem 
to have some specific action on filarial worms. The search 
for such drugs has been greatly facilitated by the use of 
a filarial parasite, Litomosoides carinii, parasitic in the 
cotton-rat. We have already drawn attention’ to the most 
promising of these new compounds, 1-diethylcarbamyl-4- 
methylpiperazine hydrochloride, known commercially as 
“hetrazan.” So far, however, cure is a long and tedious 
process. In a communication published on page 130 of 
this issue Drs. W. E. Kershaw and D. S. Bertram and 
Mr. J. Williamson report experiments which suggest that 
it may be possible to take a prophylactic drug which 
will prevent the development of filarial infection. They 
showed that in cotton-rats p-melaminyl phenyl stibonate 
“MSb”) undoubtedly protects against infection with 
L. carinii. This substance is one of a series of quinque- 


1 British Medical Journal, 1948.2. 32. 
2 J. Amer. chem. Soc., 1947, 69, 560. 


valent antimonials prepared by Friedheim and his col- 
leagues* with the object of obtaining a potent prophylactic 
against trypanosomiasis. These preliminary observations 
suggest that for a period up to 21 days MSb is quite effica- 
cious. How long the prophylactic effect of a single injec- 
tion lasts requires further study. It is of course a far cry 
from protecting rats against L. carinii to finding a reliable 
prophylactic against human filarial worms, yet worms of 
the same genus whatever their vertebrate hosts seem gener- 
ally to be vulnerable to the same or closely allied chemical 
substances. Soon it will be necessary to inquire into the 
compatibility of the various drugs which the sojourner in 
the Tropics will be required to take in order to protect him- 
self against parasitic worms and protozoa: 


COUGH FRACTURE OF THE RIBS 


Although cough fractures of the ribs were first described 
almost a century ago, this has remained an unfamiliar acci- 
dent. In this issue of the Journal there are two papers on 
the subject. Dr. R. C. Cohen found the condition in seven 
tuberculous patients, and this is undoubtedly the variety 
of cough fracture best known to the profession. Cough 
fracture occurring in late pregnancy, as described by 
Drs. J. W. Paulley and A. C. Pearson and Mr. D. H. 
Lees, is a clinical entity quite unknown to many obstetri- 
cians and recognized by only a few. The various factors: 
responsible for cough fractures are discussed by the authors 
of both these papers ; sudden muscular contraction is un- 
doubtedly the most important, especially at those sites 
where two large muscle masses exert a pull in different 
directions—sites such as the junction between the external 
oblique and serratus anterior muscles and between the 
latissimus dorsi and external oblique muscles. While the 
muscle attachments provide a simple explanation of the 
liability of the lower ribs to be fractured in this way, it is 
remarkable that the fractures occurring during pregnancy 
have been almost entirely on the left side. Dr. Paulley and 
his co-authors suggest two other contributory factors in 
these cases: first, sharp contraction of a hypertrophied 
sacrospinalis muscle mass, and, secondly, direct impinge- 
ment of the uterine fundus on the left lower ribs (the liver 
apparently protecting the ribs on the right side). Although 
the latter explanation may at first seem improbable, it 
is difficult to make any other suggestion which will satis- 
factorily explain the striking incidence of these fractures 
on the left side. There can be little doubt that increased 
awareness of this condition will lead to much larger numbers 
of cases being reported. Recognition of these fractures in 
late pregnancy would seem to be a matter of importance : 
apart from the very troublesome pain to which they may 
give rise and the possibility of its relief by strapping the 
chest, it is obviously necessary to differentiate the condition 
from more serious causes of pain in the chest. 


ANTITHYROTOXIC FACTOR OF LIVER 


. There is considerable evidence that in experimental hyper- 


thyroidism the need for vitamin A, ascorbic acid, and 
certain factors of the vitamin B complex is increased. 
Attention has been focused chiefly on the vitamins of the 
B complex because they have been found to be associated 
with the enzyme systems which yield energy to the 
organism. The thyroid gland, through its hormone, 
appears to exert a regulatory influence on these energy- 
producing metabolic processes, although the specific 


1J. Nutrit., 1947, 34, 431. 
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function of the thyroid hormone is not clear. It is logical 
to assume that the increased metabolic rate which results 
from the administration of thyroid may necessitate an 
increased intake of the B vitamins. Many of the individual 
vitamins will give some protection against the loss in weight 
that occurs in experimental hyperthyroidism, although 
Betheil and his colleagues' at the University of Wisconsin 
have recently shown that none is as good in this respect 
as liver, which produces better growth and improves the 
chances of survival. The antithyrotoxic factor of liver 
is heat-stable, it is not destroyed by heating with acids or 
alkalis, and it does not appear to be identical with any of 
the known B vitamins. Work is in progress at the Univer- 
sity of Wisconsin on the fractionation of liver preparations 
to obtain more information on the properties of this 
antithyrotoxic factor and to isolate it if possible. 


MEAT INSPECTION 


Meat inspection in England is far behind what is the 
practice in many other countries. In a paper read 
earlier this year at the annual conference of the National 
Veterinary Medical Association Mr. Horace Thornton! 
made several suggestions for its improvement, but his 
contention that there had been virtually no change in 
fifty years will not pass unchallenged. A reduction in the 
number of slaughter-houses from some 16,000 to under 
600 during the war years and the appointment by the 
Ministry of Food of a team of advisers on meat inspec- 
tion, mostly veterinary surgeons, have in fact resulted in 
a noticeable improvement. In England inspection is still 
done almost entirely by sanitary inspectors holding a special 
certificate in meat inspection, a system which many people 
think should give way to one supervised by veterinary 
surgeons. P 

Emergency killings—that is to say killings done without 
prior notice and in unauthorized places—have always caused 
trouble. Figures from Germany show that three-quarters 
of the illnesses caused by meat infected with Salmonella 
can be traced to emergency killings, in spite of the fact 
that there the law requires such carcasses to be detained 
until they have been examined bacteriologically ; in Austria 
no emergency slaughter is allowed at all. In several countries 
tuberculous meat is passed after sterilization, but this has 
never been legalized here, and, though some meat would 
be saved, it is doubtful if even to-day the British public 
would look favourably on such a practice. In the past 
British standards of judgment were severe, and much good 
meat, when inspected at all, was condemned unnecessarily. 
But during the war meat inspectors began to show greater 
discrimination, and there is no reason to believe that they 
do not still pass as much meat as is possible without risk 
to the public. 

Meat inspection in England could be greatly improved. 
The Ministry of Health has for over twenty years advo- 
cated the ante-mortem inspection of animals awaiting 
slaughter, but few local authorities have made the neces- 
sary veterinary appointments. Ante-mortem inspection 
reveals many animals which are obviously sick but which 
may show few physical signs of disease on post-mortem 
inspection. Such inspection is desirable, but the routine 
inspection of one carcass after another is dull and 
monotonous work which few veterinary surgeons would 
care to undertake even if there were enough of them, and 
it might be better to appoint trained and experienced men, 
not necessarily sanitary inspectors, to do the routine work 
under the general supervision of a veterinary surgeon, as 


1 Vet. Rec., 1948, 60, 595. 


is the practice in Scotland. But such a change would not 
be possible unless the Government decided to restrict per- 
manently the number of slaughter-houses. Many of them, 
too, need to be drastically improved. There is much to be 
said in favour of combining the supervision of slaughter- 
house inspection with the control of disease in herds, a 
function of the Animal Health Division of the Ministry 
of Agriculture. 


THE PRODUCTION OF INSULIN 


The demand for insulin continues to increase, since the 
number of patients who suffer from diabetes mellitus and 
remain alive grows larger every year and, in addition, 
patients with schizophrenia are now treated with insulin 
shock. The sole source of insulin is the pancreas obtained 
from cattle and fish, and reports received by WHO show 
that over a ten-year period there may be an annual deficit 
of 400,000,000 international units if production remains at 
the-same level. In this country fortunately there appears 
to be no danger of shortage. Mr. J. C. Hanbury,' chair- 
man of the British insulin manufacturers, has _ recently 
pointed out that “the production of insulin . . . is ade- — 
quate to meet in full both home and export demands, and 
ample stocks are always maintained.” The position in 
Germany, however, is not satisfactory, and great efforts 
have been made to improve the output. In order to obtain 
the best yield of insulin the pancreas glands should be 
cooled rapidly to a temperature of —20° to —30° C. This 
process is impracticable in the small abattoirs in Germany, 
and Dr. F. Lindner? has introduced a method of chemical 
dehydration. The fresh pancreas is collected as soon as pos- 
sible after slaughtering, cleaned, and placed in cold storage 
at a temperature of 5—8° C., which is fairly easily achieved. 
Some time within the next twelve hours the glands (12- 
15 kg. at a time) are placed on the plate of a butcher's 
rotary cutting machine and 700 g. of finely ground 
anhydrous sodium sulphate added for each kilogram of 
pancreas. The machine is then started and in ten minutes 
the pancreas has been completely disintegrated and inti- 
mately mixed with the sodium sulphate. The mass is 
spread on iron plates in a layer 5 cm. thick for one hour 
and then placed in the refrigerator. The next day the 
slabs are hard and are stored in a refrigerator at 5—8° C. 
until needed, but they can be stored at room temperature, 
up to 30° C. if necessary, without damage. The extraction 
of the pancreas then proceeds in the usual way. It is 
stated that the yield is as good as that obtained by the 
freezing method, but Mr. Hanbury disagrees with this. It 
seems clear, however, that chemical dehydration will enable 
insulin to be extracted from pancreas which would other- 
wise be wasted and that it should help to increase the sup- 
plies of insulin in all countries in which the abattoirs have ~ 
no means of freezing. the . fresh. pancreas. ..Meanwhile. 
research on the constitution of the insulin molecule con- 
tinues, and success in this respect would probably soon 
lead to the synthetic production of insulin. Once this is 
achieved all anxiety about the supply of insulin should be 
at an end. It is to be hoped that the efforts, of the chemists 
will soon be crowned with success. 


‘The Milroy Lectures will be delivered by Dr. Marc 
Daniels, M.R.C.P., before the Royal College of Physicians 
of London (Pall Mall East, S.W.) on Tuesday and Thurs- 
day, Feb. 15 and 17, at 5 p.m. His subject is “ Tubercu- 
losis in Post-war Europe.” 


1 The Times, July 23, 1948. 
2 Chron. World Hith Org., 1948, 2, 153. 


— | 


a9 


not 
per~ 
em, 
be 
ter= 
a 
Stry. 
the 
and 
ion, 
ulin 
ned 
10W 
ficit 
at 
ears 
air- 
ntly 
ade- 
and 
1 in 
orts 
tain 
| be 
This 
any, 
ical 
pos- 
rage 
ved, 
(12- 
1er’s 
und 
1 of 
utes 
inti- 
Ss is 
10Ur 
the 
ture, 
tion 
It is 
the 
able 
sup- 
lave 
yhile. 
con- | 
is is 
d be 
nists 
Aare 
ians 
juTS- 
rcu- | 


Bagiis! 
Thre 
English 


Jan. 22, 1949 


MODERN LANGUAGES IN THE SERVICE OF MEDICINE 


MepIcaL JOURNAL 147 


“MODERN LANGUAGES IN THE SERVICE 
OF MEDICINE 


BY 


RAYMOND WHITEHEAD, M.D., D.Sc. 
‘(From the, Department of Pathology, University of Manchester) 


At one time or another the problem of foreign languages pre- 
sents itself to a large proportion of the medical profession. 
French and German are among the essential tools of the teacher 
and research worker, and are of at least temporary concern 
to the candidate for a higher degree by thesis. Other modern 
foreign languages are not widely cultivated by British medical 
Smen, but those who can read them are valued as translators, 
reviewers, and abstracters. For these reasons it is of interest to 
determine how far various languages are used by medical writers 
and to discuss the problems that the diversity of languages 
creates for medical libraries, readers, and authors. 


Languages of Publications Indexed 


Table I shows the publications indexed in the Quarterly 
Cumulative. Index Medicus classified according to language. 


TaBLe I.—Languages of Publications Indexed 


Books Journals 
ince ince 
1937 1937 
Czech .. 1 6 4 
Danish .. 2 1 -1 3 3 — 
Dutch .. a 2 —2 7 10 +3 
English .. 525 584 +59 417 531 +114 
French .. 188 44 -1 197 103 —94 
German 264 42 —222 
7 lialian .. 112 122 +10 129 116 —13 
+7 3 | +4 
Russian .. 5 7 +2 14 4 sed 
Spanish .. 13 56 +43 85 216 +131 
Swedish . . 1 1 
Unclassified 13 8 75 44 
Total 1,134 879 —255 1,161 1,159 —2 
The figures were calculated from lists in the Quarterly Cumulative index aad 
Vols. 21 and 41. The lists relate only to the first six months of each year. 


The figures for 1937 show that the leading languages were 
English, French, German, and Italian; in 1947, on the other 
hand, they were English, French, Italian, and Spanish. 


The figures for other languages for both years raise doubts about 
the completeness of the Index. For example, it is difficult to 
accept the suggestion of the figures that only a dozen medical 
books in Russian appear each year or that the medical journals in 
this language number no more than fourteen. The figures for 
Swedish—one book and one journal—are likewise almost certainly 
too low; the catalogue of the Swedish Publishers’ Association for 
1946 lists sixty-three~ books and twenty-one journals dealing with 
medical subjects in the Swedish language. These comments are 
made not by way of criticism of the indexers, who obviously can 
deal only with publications accessible to them, but to indicate that a 
language may be used by medical writers more extensively than the 
Index would suggest. 


Three languages show substantialy 
English, Spanish, and Portuguese. 


| Tasie II.—Main Sources of Indexed Journals in English, Spanish, 
and Portuguese 


since 1937—namely, 
II shows the contri- 


| 
Gains since 1937 
1937 1947 
Actual Percentage - 

British Isles re ad 91 95 4 44 
United States 272 372 100 36-8 
Spain Be Mis 13 27 14 107-7 
Spanish America . 68 186 118 173-5 
4 100-0 

Brazil ox 5 28 66 38 135-7 


the a ab journals indexed in the Quarterly 


The figures were calculated from 
Cumulative Medicus, Vols. 2 21 and 4 


butions of Europe and America to these gains. It also shows 
that each language gained in both Europe and America, but 
that the gains by each language were both absolutely and 
relatively greater in America. 


Languages of Journals in a Library 
The .Manchester Medical Library takes approximately a 
quarter of the journals indexed; Table III shows (a) the 
language distribution that would be expected if its list of 
journals were a miniature replica of the list of journals 
indexed, and (b) the language distribution observed. 


Tasie IlI.—Languages of Journals in a Library Taking a Quarter 


of the Journals Indexed rn 
Expected Observed 
Chan Changes 
1937 1947 = 1937 1947 since 
1937 1937 
English . 104 133 +29 197 253 +56 
French . 49 26 —23 28 26 —2 
German 10 46 —46 
ortuguese 

Spanish .. ea 21 54 +33 3 2 -1 
Others .. 31 20 4 —7 
Total ,.{| 29 290 +1 288 285 -3 

The “‘e ” figures were found by dividing the figures in Table I by 4, 

“* others ” including both the “‘ unclassifie d ”” of Table I and I languages specified 

in Table I only. The observed ” Ben 


were 
Report of the Manchester Medical.Society or 1936-7 and 1946— 


In each year the observed figure for English is much higher 
than the expected ; on the other hand, the observed figures for 
Spanish and Italian are in each year much lower than the 


expected. 


Languages of Articles Abstracted and Books Reviewed 


Table IV gives examples of the languages of (a) articles 
abstracted in Abstracts of World Medicine, and (b) books 
reviewed in the British Medical Journal. 


TaBLe IV.—Languages of Articles Abstracted and Books Reviewed 


Articles | Books Articles | Books 

Czech 1 —_— Italian . 2s 1 
Danish 5 Norwegian 9 
Dutch 3 — Polish .. 2 

i 816 | 245 Portuguese 3 3 
French 56 29 Russian 13 — 
German .. 44 14 Spanish 10 3 
Hebrew... 1 Swedish 9 1 
Hungarian a Turkish 1 

ite to the first 1,000 articles abstracted in Abstracts of World 


The figures relate 
ee — 2, and to the 
Journal in 1 


Of the articles abstracted, over four-fifths were in English, 
and the only foreign langtiages individually accounting for more 
than 2% of the total were French, German, and Italian. Of 
the books reviewed, over four-fifths were in English and most 
of the others were in French or German. 


Languages and Library Policy 

The importance of various languages varies with the point 
of view. The most general point of view is perhaps that of a 
library committee, whose task is to meet the needs of a medical 
community. One of the main functions of such a committee is 
the selection of journals; according to the funds and space at 
its disposal, it has to ‘provide the journals that will be most 
useful to the readers it serves. Its work may involve making 
judgments of quality between journals in the same subject, or 
deciding between the claims of journals in different subjects. 
General usefulness, as well as quality, must be considered ; it 
would be uneconomic to take a journal, however excellent, in 
a language that no one could read. The decision not to take a 
particular journal therefore does not necessarily mean that it 
is of poor quality ; on the contrary it may be of good quality 
but in too small demand to justify a subscription. An unfavour- 
able decision does not entail hardship for a reader, who can 
usually borrow the journal--from some other library, either 
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direct or through his local library ; alternatively he may obtain 
an individual article in the form of a reprint from the author 
or of a photostatic or microfilm copy. In reaching decisions 
a library committee naturally bears in mind these various 
possibilities. 

Comparison of the “expected” and “observed” figures in 
Table III shows a strong preference for journals in English. 
This is not surprising, since English is the language most’ widely 
read by users of the library. The library serves both practi- 
tioners and the university staff. It is known that requests for 
journals in foreign languages are virtually confined to the 
university staff, and it is accordingly their judgment that is 
reflected in the figures for French and German. The insignifi- 
cant representation of other foreign languages probably means 
that few if any users of the library read them ; it does not mean 
that the medical literature in these languages is unimportant— 
evidence to the contrary is provided by a steady demand for 
translations from them by those using the library. The language 
from which translations are required most often is probably 
Italian, and on some topics the literature in this language is 
substantial ; for example, in a study of Still’s disease (Langley, 
1945) no fewer than 9 out of 30 references are to Italian papers. 


Selection of Articles for Abstracting 


The abundance of medical literature has led to a demand for 
summaries or abstracts of medical articles, and there are now, 
of course, several journals consisting entirely of such abstracts. 
The reading of abstracts is a convenient means of keeping in 
touch with developments in medicine, but it must always be 
remembered that an abstract is a second-hand account, how- 
ever skilfully rendered. An abstracter has to condense pages 
into sentences, and must inevitably select for mention the points 
that he himself thinks important or interesting. As a rule, his 
selection of points can be made only in the light of his general 
experience ; even if he happens to be an expert on the subject 
of an article, other experts might dissent from his judgment. 
Anyone working on a particular topic must consult an article 
in the original (or in translation) and form his own opinion 
of its value ; all that he needs is a list of titles of articles such 
as those given in the Index Medicus. When all efforts to obtain 
access to an article have failed it is permissible to quote an 
abstract in the list of references at the end of a paper; such 
a quotation can properly be made only for information, for it 
would not be fair to an author to judge his work on the evidence 
of an abstract. 

Because of their limited value, abstracts are costly. Their 
cost is to be measured less by the price of abstract journals 
than by the diversion from other work of the energies of 
abstracters, who are themselves often engaged in research.. The 
preparation of abstracts is an exacting task and a severe test of 
critical and literary powers combined ; if the text is in a foreign 
language great care is needed to avoid mistranslations. For 
these reasons the selection of articles for abstracting is a heavy 
responsibility, and the aim should be to provide the best possible 
service with the minimum expenditure of effort. Ideally, articles 
should be chosen for their quality or interest irrespective of the 
language in which they are written, but in practice the choice 
may fall short of the ideal owing to inaccessibility of journals 
or lack of linguists. The example in Table IV cértainly suggests 
a preference for articles in English, but the best articles may in 
fact have been in English, in which case it would not necessarily 
represent a departure from the ideal policy. 

Because of the widespread knowledge of English and the 
ready accessibility of journals in English, it might be suggested 
that articles in English do not need abstracting, and that abstract 
journals would be more useful if they confined themselves 
exclusively to abstracts of articles in foreign languages. Such 
a policy would undoubtedly have the advantage of disseminating 
information that would otherwise remain relatively inaccessible, 
but it is doubtful whether most users of abstracts would be will- 
ing to forgo the convenience of having a balanced review of 
the whole of current medical literature. 


Selection of Books for Review 


The restriction imposed by general ignorance of foreign 
languages is more severe for book reviews than for abstracts 


and of the same nature as that influencing the selection of 
journals by a library. The abstracter is free to range widely 
in the literature in foreign languages, for many of his readers 
will be content with his abstracts and not read the original 
articles. The book reviewer, on the other hand, is largely con- 
cerned with introducing books to potential readers. Book 
reviews would therefore be expected to deal mainly with books 


' in the mother tongue, and the range of foreign languages pro- 


viding books reviewed would be expected to be narrower than 
for articles abstracted. The data in Table IV are therefore in 
agreement with expectation. 


The Englishman already has access to a large amount of 
foreign literature in his own language ; for English is of course 
the mother tongue of many foreign countries, the United States 
being simply first among them. At the same time the close 
genetic relation between medicine in the British Isles and medi- 
cine in the other English-speaking countries gives the medical 
literature of these countries a special interest for the English- 
man, and the books they publish are often of more immediate 
use to him than those from countries speaking foreign languages, 
Books in foreign languages—especially textbooks—often reflect 
practice that differs considerably from that in the English- 
speaking countries; for this reason they are in general less 
interesting than books in English, and reviews are accordingly 
less necessary. There are of course notable exceptions, and it 
is most desirable that they should be reviewed ; in this matter 
we must look to the enterprise of foreign publishers and foreign 
cultural representatives in this country in submitting books for 
examination. 


Reviews for journals published in. this country should prefer- 
ably be written by natives of the British Isles, since the value 
of such reviews largely depends on their being written against 
the background of our own system of medical education and 
practice ; a review of a foreign book (whether in English or 
some other language) by one of the author's fellow-countrymen 
could hardly carry the same weight. The medical profession in 
this country is large enough to provide reviewers of books in 
every important European language, and medical men with 
linguistic ability should be aware of this opportunity of serving 
their colleagues. 


Languages and the Individual Reader 


Medical men who have to read articles in foreign languages 
are mainly specialists, and therefore interested not so much in 
the total output in any language as in the leading journals in 
their own subjects. For any individual this probably means one 
or two journals in each of a considerable number of languages ; 
if he cannot read a language he must have articles translated. 
The languages most frequently needed are French and German ; 
anyone who has learnt both at school has thus saved himself 
much time and trouble. On this subject. we could hardly 
improve on the observations of La Bruyére (quoted by Locke, 
1692): 


“One can scarce burden Children too much with the Knowledge 
of Languages. They are useful to Men of all Conditions, and they 
equally open them the Entrance, either to the most profound, or 
the more easy and entertaining Parts of Learning. If this irksome 
Study be put off to a little more advanced Age, young Men either 
have not Resolution enough to apply it out of Choice or Steadiness 
to carry it on. And if any one has the Gift of Perseverance, it is 
not without the Inconvenience of spending that Time upon Langu- 
ages, which is destined to other Uses: And he confines to the 
Study of Words that Age of his Life that is above it, and requires 
Things; at least it is the losing the best and beautifullest Season of 
one’s Life. This large Foundation of Languages cannot be well 
laid but when every thing makes an easy and deep Impression on 
the Mind; when the Memory is fresh, ready and tenacious; when 
the Head and Heart are as yet free from Cares, Passions, and 
Designs; and those on whom the Child depends have Authority 
enough tc keep him close to a long continued Application. I am 
persuaded that the small number of truly Learned, and the Multitude 
of superficial Pretenders, is owing to the neglect of this.” 


French usually presents no problem, for it is commonly 
learnt at school and can be quickly revised if necessary ; 
German, on the other hand, is less often studied at school 
and is generally considered to be the more difficult language. 
German is important owing to the large amount of good work 
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published in it before the war and will retain its value for years 
even if there is no revival in German medicine. | 

Whether any further language should be acquired is a matter 
for the individual to decide. The learning of French and 
German, especially if either has to be learnt after leaving 
school, may well take up all the time that can be spared for 
language studies, and only those with a special interest in 
languages are likely to proceed further. Those who do so will 
find that English and German together smooth the way to the 
other Germanic languages ; Icelandic is highly inflected and at 
least as difficult as German, but the other important members 
of this grcup—Danish, Norwegian, Swedish, and Dutch—are all 
grammatically simpler than German and among the easiest of 
foreign languagés for the Englishman. French is similarly 
helpful in the study of Italian, Spanish, Portuguese, and 
Rumanian, all five being descendants of Latin. 

Tables I and IV together show that medical literature is pub- 
lished in fourteen foreign languages other than French and 
German, and the lists are almost certainly incomplete; the 
medical linguist thus has a wide choice, and the selection for 
study of a foreign language other than French and German 
may rightly be influenced by non-medical interests such as 
general literature or foreign travel. The medical reader of 
any foreign language other than French and German will prob- 
ably attract as much work as he can comfortably cope with, 
and if he teaches in a university he may expect work from 
colleagues in any faculty. 


Languages from an Author’s Standpoint 


The language problem for a medical author is relatively 
simple, for the choice lies between his mother tongue and one 
or other of the so-called world languages—English, French, and 
German—if he was not born into one of these. The advantages 
of writing in one’s native language need no discussion, for no 
one can feel quite so much at home in any other ; an English- 
man would be the last to question an author’s right to publish 
in his own language if he so desires. On the other hand, the 
disadvantages—namely, a limited public and the risk of being 
misunderstood by foreign readers—are equally obvious, and 
with many writefs outweigh the advantages. Such writers vary 
in their choice of language, which is often determined by the 
traditional intellectual relations of their countries ; thus German 
is often used by Russians and Japanese, and French by citizens 
of the other Latin countries. English ensures the widest public, 
and foremost among those who use it are the Scandinavians. 
Let us be grateful for their choice and hope that their example 
may be followed ever more widely. 


Summary 


Publications listed in the Quarterly Cumulative Index Medicus have 
been classified according to language. In 1937 the leading languages 
were English, French, German, and Italian; in 1947 they’ were 
English, French, Italian, and Spanish. English, Spanish, and 
Portuguese show substantial gains since 1937; each language gained 
in both Europe and America, but the gains by each language were 
both absolutely and relatively greater in America, In 1947 about 
one-half the indexed journals were in English and about one-fifth 
in Spanish; no other language accounted for more than one-tenth. 

Comparison of indexed publications with (a) journals in a library, 
(b) articles abstracted, and (c) books reviewed shows a strong 
preference for journals, articles, and books in English; the implica- 
tions of this preference are discussed. 

The value of French and German, both as keys to medical litera- 
ture and as aids to the study of other languages, is emphasized. The 
data show that medical literature is published in at least fourteen 
foreign languages other than French and German, and it is suggested 
that the selection for study of foreign languages other than French 
and German may rightly be influenced by non-medical interests. The 
—- of publishing in world languages, especially English, are 
noted. 


I am indebted to Mr. G. Wilson (Librarian) and to Mr. F. C. 
Hirst (Cataloguer), of the Manchester Medical -Library, and to 
ofessor S. L. er for their kindness in reading the manuscript. 
: REFERENCES 
(1945). Arch. Dis. 20, 155. 
Cambridge 
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ORDER OF ST. JOHN OF JERUSALEM 


The London Gazette has announced the following promotions 
in, and appointments to, the Venerable Order of the Hospital 
of St. John of Jerusalem: 

As Knight: Dr. C. E. C. Wilson. As Associate Knights: Major- 
General K. S. Master, M.C., K.H.P., and Dr. Jivraj N. Mehta. As 
Dame: Dr. Margaret E. Douglass. As Commanders (Brothers): 
Brigadier R. A. Hepple, C.B.E., M.C., M.B., Colonel C. P. Gaboury, 
O.B.E., M.D., Major E. S. B. Hamilton, M.C., F.R.C.S., Drs. C. A. 
Verco and C. Thompson. As Commander (Sister): Lady Isabel E. 
Hutton, C.B.E., M.D. As Officers (Brothers): Brigadier F. A. E. 
Crew, M.D., Colonel M. MacEwan, D.S.O., O.B.E., D.F.C., T.D., 
M.B., Lieutenant-Colonels D. W. C. Gawne, M.D., F.R.CS., 
R.A.M.C., H. F. Summons, M.B.E., M.B., G. N. Morris, F.R.C.S., 
Majors T. D. W. Fryer, M.B., C. D. Donald, M.B., Captain S. A. 
Nield-Faulkner, L.R.C.P.&S., Drs. I. H. Beattie, R. I. Hyder, G. A. 
Macdonald, J. T. Whitley, O.B.E., H. R. Mustard, E. W. Lonsdale- 
White, H. M. Ayres, A. Tabone, and A. W. Azzopardi. As 
Associate Officers (Brothers): Rai Bahadur Captain K. S. Roy, 
M.B., and Dr. G. S. Vazkar. As Officer (Sister): Dr. Dora E. 
Wheeler, As Serving Brothers: Lieutenant-Colonel O. L. Appleton, 
T.D., L.R.C.P.&S., R.A.M.C., Major M. J. Bett, M.D., Captains 
F. R. Wilson, M.D., R.A.M.C., J. B. W. Meredith, M.B., F. E. 
Barclay, M.B., Surgeon Captain V. F. Walsh, L.R.C.P.&S., R.N., 
Drs. E. Sorabjee, J. G. Morgan, G. K. Arthur, J, F. E. Burns, W. J. 
Collins, C. E. Mathieson, D. S. Smith, H. T. H. Dimitriou, R. A. 
Simpson, R. B. Hick, L. W. Bradshaw, W. S. Coutts, A. W. Ewing, 
G. E. Sawdon, F. R. Mutch, N. Wilson, T. D. Thorne, H. F. 
Sparling, M.B.E., J. M. Hain, G. R. Bourne, F. W. Gershaw, H. C. 
Powell, G. Saine, H. M. S. Tait, A. Parkinson, F. G. Percival, 
O.B.E., and V. C. F. Tet. As Associate Serving Brothers: Drs. 
E. A. Leviseur and C. K. Khey. As Serving Sisters: Drs. Phyllis 
Burns, Mary E. Rolston, and Ellice E. P. Dart. 


Reports of Societies 


= 


LONDON COUNTY MEDICAL SOCIETY 


Addressing the London County Medical Society at a meeting 
held at Furnival House, Highgate, on Jan. 5, and presided 
over by Dr. C. D. Coyle, Mr. J. R. M. WHIGHAM, the retiring 
president, said that the ideal hospital had yet to be built. 
Design must have some relation to function, and ; job 
efficiency” had always to be kept in mind. Nowhere in the 
hospital was this more necessary than in the ward. The sub- 
divided ward, with opportunities for recreation for those able 
to enjoy it, was an urgent need for the future. i 

For the doctor hospital medicine was not total medicine, and 
every opportunity should be taken to fill in the gaps so that 
the patient could be studied in the light of his family, his house, 
his job, and his pay. Close contact with the relatives was desir- 
able, and on transference back of the patient the general practi- 
tioner should be given a full account of the case. 

Though the doctor was not immediately concerned with rising 
hospital costs he could by careful scrutiny see that the maxi- 
mum use was made of the beds of which he was in charge. The 
aged sick who were acutely ill, and those likely to benefit by 
it, should receive hospital treatment. Others should be kept at 
home, and no one wanted this more than the elderly patients 
themselves. Unfortunately some homes were not only not fit 
to live in, they were not even fit to die in. The hospital had 


“to rescue these unfortunate people. It was not realized, either 


inside the profession or outside, how numerous were the day- 
to-day administrative problems in a hospital dealing with all 
sorts and conditions of patients. The need for “a head” re- 
mained, and, a hospital being what it was—a medical service 
primarily—that head was most naturally a doctor. Medicine 
to be at its best must flow freely and naturally and not be 
forced along artificial channels. No two hospitals were alike ; 
each had its own problems, and therefore must be allowed 


some degree of autonomy. 
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REPORTS OF SOCIETIES 


SCOTTISH SURGICAL PAEDIATRIC CLUB 


In view of the increasing number of surgeons whose work is 
wholly or mainly concerned with infants and children, a 
Scottish Surgical Paediatric Club has been formed. The first 
meeting was held in Glasgow and was attended by twenty-seven 
members, representing Aberdeen, Dundee, Edinburgh, Glasgow, 
and Inverness. A dinner was held in the Royal Faculty of 
Physicians and Surgeons on the evening of Dec. 17. On Dec. 18 
a very full day was spent at the Royal Hospital for Sick 
Children, Glasgow. Four short papers were read in the morn- 
ing, and the afternoon was devoted to clinical and pathological 
demonstrations. The next meeting will be held in Aberdeen 
in May. 


Preparations and Appliances 


ENDOMETRIAL BIOPSY CURETTE 


Dr. ERNST FRIEDMANN, Fertility Department, Royal Free 
Hospital, writes: The importance of endometrial studies in 
functional sterility and long-standing amenorrhoea has long 
been recognized. The number of instruments which have been 
recommended for endometrial biopsies shows that none has 
really proved satisfactory, whether it be endometrial punch 
forceps, the intrauterine suction apparatus, the suction cannula 
with syringe, or models like Sharman’s curette, the disadvantage 
of which seems to be the “dead space” in it. 

I have therefore designed a curette which can readily be used 
on out-patients without danger and with the least discomfort. 
The total length of this curette is 104 in. (26.5 cm.). It has a 
flat handle with a groove at the distal end to allow a comfort- 
able but firm grip. The stem is graduated, is malleable, and 
terminates in an inverted V-shaped loop, in which are incor- 
porated two cross-bars which play an important part—i.e., retain 
the specimen. The calibre corresponds to the thickness of an 
ordinary uterine sound, which in my opinion should always be 
passed before introducing the curette. The cervix should be 
steadied with a vulsellum. The curette is then drawn down the 
upper part of either the anterior or the posterior wall or 
both with slight pressure only and without undue force. On 
immersing the curette in the fixing solution the piece comes 
off readily. Only dccasionally have I found it necessary to shake 
the curette a little. - 


I have used this curette exclusively since 1946 in 300 biopsies. 
In all but those very few cases in which a uterine sound could 
not be passed and consequently the curette could not be inserted 
the strip of endometrium was such that glands and stroma were 
not separated or fragmented. It was almost always a single 
strip which on section included practically the length of the 
glands with surface epithelium and stroma intact. 

The instrument is manufactured by Allen and Hanburys Ltd. 
in stainless steel, and is available with straight or angled handle. 


Edward A. Humphreys, M.D., of Columbus, Ohio, U.S.A., has 
been appointed President of the American Association on Mental 
Deficiency. Dr. Humphreys qualified in 1930; after working in the 
New York Psychiatric Institute and the Fifth Avenue Hospital he 
was for ten years Director of Research at Letchworth Village. In 
1945 he assumed his present post as Chief of the Bureau of Preven- 
tion and Education, Division of Mental Hygiene. Ohio, and has 
served as Acting Commissioner of Mental Hygiene for over a year. 


_ anorexia. 


Correspondence 


Significance of Proteins in Nutrition 


Sir,—Readers are supposed to serve some sort of useful 

service by calling attention to errors which they have detected 
and by making comments which may be of some interest. to 
other readers. I hesitate to make these adverse criticisms of 
an otherwise excellent paper by Dr. D. P. Cuthbertson (Oct. 23, 
1948, p. 731) on the significance of proteins in nutrition and 
their particular importance during convalescence. 
* 1. The author at one point states, “Satisfactory nutritional 
preparations will undoubtedly extend the benefits of surgery,” 
and includes in these “ high-protein, high-carbohydrate diet fed 
where necessary by tubal methods”; yet elsewhere the contra- 
dictory statement is made, “ There is little point in trying to 
supply the patient with food in excess of that which appetite 
dictates.” It has become abundantly clear to me on the basis 
of many personal observations that nutritional depletion occurs 
in many surgical patients because the surgeon fails to combat 
That Dr. Cuthbertson has failed to emphasize this 
important point is illustrated by a letter in your Journal 
(Nov. 27, 1948, p. 959) from Dr. E. Sakochansky, who quotes 
the Cuthbertson paper to justify reliance on the patient's 
appetite, saying, “Much needless anxiety would be removed 
thereby,” and casting aspersions upon the feeling of relatives 
who “are apt to worry unduly because a sick person does not 
eat.”’ 

2. In deprecating the use of intravenous amino-acid mixtures 
Dr. Cuthbertson states, “Plasma and glucose are safer fluids,” 
which is a little misleading inasmuch as these two substances 
can scarcely be compared on the basis of commonly observed 
potential reactions. 

3. Spence, Evans, and Forbes (Ann. Surg., 1946, 124, 131) 
are quoted as having made a study of a mixture of ten essential 
amino-acids (including their intravenous use), whereas these 
workers actually employed oral preparations of whole protein 
in their surgical cases. 

4. Dr. Cuthbertson quotes a paper of mine incorrectly by 
stating that “90 g. of protein takes 8 to 9 hours in a voliime 
of 2,500 ml.” Actually, in my experience with thousands of 
injections 50 g. of amino-acid mixtures rarely require more than 
3 hours, and this is given in a volume of 1,000 ml. Our routine 
is to give an average-sized adult patient unable to eat two litres 
per day, one in the morning and one in the afternoon, each 
requiring between 2 and 3 hours for the intravenous injection. 
Each litre contains 50 g. of amino-acid mixture and 50 g. of 
glucose, plus a little over 2 g. of sodium chloride——I am, etc., 


Saint Louis, Minnesota. RoBert ELMAN. 


Sir,—Dr. Robert Elman was good enough to send me a copy 
of his letter (see above), and I should like to consider it para- 
graph by paragraph. 

1. My statement that “satisfactory nutritional preparation 
will undoubtedly extend the benefits of surgery,” including 
“ high-protein, high-carbohydrate diet fed where necessary by 
tubal methods,” refers to pre-operative treatment of depleted 
patients, when it is desirable to secure as much restitution as 
possible of body tissue by ingested or infused food material. 
When I make the statement, “ There is little point in trying 
to supply the patient with food in excess of that which appetite 
dictates,” I am referring to the immediate’ phase of protein 
catabolism following injury, when I consider that the body is 
not, in general, geared to anabolic activity. I had hoped that 
both these points were made clear in my paper. 

2. Dr. Elman will find my most recent views on protein 
hydrolysates and pure amino-acid mixtures in my paper on 
“* Assessment of Knowledge Concerning the Clinical Use of 
Protein Hydrolysates and Pure Amino-acid Mixtures” (Amer. 
J. Med., 1948, 5, 879), which I was invited to contribute as the 
concluding paper to a series of seminars on protein hydroly- 
sates and pure amino-acid mixtures presented by a group of 
experts including Dr. Elman. 
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CORRESPONDENCE 


3 and 4. | freely admit being in error over the reference to 
the paper by Spence, Evans, and Forbes, and to the one by 
Dr. Elman. The work referred to in both cases is that by S. Cc. 
Werner (Ann. Surg., 1947, 126, 169). On looking over my 
earlier notes I find that by some mischance the references 
became misplaced, though on again reading Werner’s paper 
(para. 1) it does seem as if he is quoting Dr. Elman when he 
states, “TO administer the equivalent of 90 g. of protein 
requires eight or nine hours and a volume of 2,500 ml.” 

| am grateful to Dr. Elman for pointing out these errors in 
my references.—I am, etc., 

Bucksburn, Aberdeenshire. 


Resistant Staphylococci 


Sin—The annotation entitled “Resistant Staphylococci” 
(Jan. 8, p. 64) raises the interesting and important question 
how much the bacteriologist can help the clinician in deciding 
the probable effect of penicillin in a particular case of infection 
due to a penicillinase-producing strain of Staph. aureus. The 
important question for the clinician is not how much penicil- 
linase can be artificially extracted from a given organism, but 
whether the organism can produce the enzyme in sufficient 
quantity and quickly enough to permit it to grow in concentra- 
tions of penicillin obtainable in the human body. The double 
sensitivity test, using two different-sized inocula, is probably the 
most informative, and, as pointed out by Gilson and Parker,* 
the difference is directly related to penicillinase production. 
Investigations of this type on 18 _ penicillinase-producing 
‘staphylococci recently isolated from cases of infection in this © 
hospital gave the following results: 


D. P. CUTHBERTSON. 


Greatest Concentration of Penicillin permitting Growth — 
0. 
Large Inoculum Small Inoculum Strains 
(Approx. 1,000,000 Organisms) (Approx. 1,000 Organisms) 

50 or more u./ml. 1-4 u./ml. 7 
50 or more u./ml. 0-25-0-5 u./ml. 5 
25 u./ml. 1 u./ml. 1 
25 u./ml 0-25-0°5 u./ml. 2 
12-5 u./ml 0-25 u./ml. 1 
12-5 u./ml 0-03 u./ml. 1 
1-0 u./ml 0-13 u./ml. 1 


It seems probable from these results that some of the strains 
would respond more readily to penicillin treatment than others, 
but there are still at least three unknown factors. First, what 
is the number of organisms penicillin is likely to encounter in 
a given infection? Secondly, do staphylococci produce penicil- 
linase at the same rate in vivo as in vitro? And thirdly, does 
an organism which only produces small quantities of penicil- 
linase acquire the ability to produce more in the presence of 
small quantities of penicillin ?—I am, etc., 

St. Thomas’s Hospital, London, S.E.1. 

REFERENCE 
1J. Bact., 1948, 65, 801. 


Mary BarsBer. 


Pensions for Diabetics 


Sir,—My letter (Nov. 13, 1948, p. 875) has aroused many 
letters of criticism from many angles. It is impossible to deal 
with all, but I should stress again some facts that made me 
write the letter. 

(1) The Army Pensions Board seems to be very generous in 
awarding pensions to diabetics in cases of grave hardships in 
the Services after which diabetes has soon followed. But the 
great majority of appellant cases referred to me arise in circum- 
stances comparable with, or even less straining than, those of 
civilian life, certainly less tense and difficult than wartime 
London. If all persons developing diabetes outside the Services 
under comparable conditions were to be pensioned, well and 
good perhaps. But merely to deserve.a pension because diabetes 
develops while on war or post-war service is the position which 
I criticize in relation to pension awards. 

(2) It should not be forgotten that the recognition of diabetes 
as a pensionable disability contradicts a status of ordinary work- 
ing health and capacity which most diabetics cherish. They 
want to be, and are, capable of housewifery and other full 
employment, except in some quite unsuitable jobs. They want 
to be accepted for superannuation and limited life assurance 
and not to be shut out from the posts that twenty-five years of 


_conditions of the general circulation. 


insulin have proved the majority to fill normally for many a 
year. 

I have been accused of being “ unsympathetic” and “ hard- 
hearted” to diabetics in my written attitude about pensions, 
and this rather hurts me. Iwas solaced last week to receive 
an unexpected letter from Dr. Elliot P. Joslin, of Boston, Mass., 
who has done more than anyone else in the world for diabetics’ 
interests for fifty years. He wrote to say he supported my 
attitude towards pensions “ one hundred per cent.” But I could 
never be 100% certain of any point of view I formed on diabetes, 
although this is what the legal attitude asks one to be.—I am, 
ete.,; 


London, W.1. R. D. LAWRENCE. 


Anuria 

Sir,—Permit me to correct a misstatement which appears in 
the paper by Drs. D. A. K. Black and S. W. Stanbury on the 
treatment of anuria (Dec. 25, 1948, p. 1101) and in your lead- 
ing article on that subject in the same issue (p. 1111). Drs. 
Trueta and Barclay and their colleagues did not demonstrate, 
neither did they describe, a shunt in the renal circulation. They 
showed that in the rabbit the application of a tourniquet to a 
hind limb for some hours, or the stimulation of (1) the central 
end of the cut sciatic nerve or (2) the distal end of the cut 
splanchnic nerve, resulted in a short-circuiting or a diversion, or, 
more correctly stated, an alteration, of the blood-flow through 
the renal cortex, so that the greater volume, practically the 
whole of the blood, subsequently flowed through the medulla 
(at increased rate), while the amount flowing through the 
outer- and mid-cortex was so far reduced as to fail to show 
radiographically. 

The recent misstatements have arisen, probably, chiefly from 
a lack of understanding of the anatomy of the renal circula- 
tion, and it is well that correction be made now before these 
misstatements are referred to or repeated elsewhere. The renal 
circulation is primarily glomerular’ and is shown as (a) in the 
accompanying diagram: all the glomeruli are situated in the 
cortex, and the blood which flows through the great majority 
(about 85%) traverses the peritubular capillary plexuses of the 
cortex. The blood which flows through the most proximal 
glomeruli, those of the boundary zone (about 15%), passes to 
the medulla, whose normal (and sole) blood supply it is— 
hence the name juxtamedullary which I gave to these proximal 
glomeruli in 1941.* 
When a limb tourni- 
quet is applied, or the 
central end of the cut 
sciatic or the splanch- 
nic nerve is stimu- 
lated, vasoconstric- 
tion in the renal 
arteries brings about 
greatest reduction in 
the calibre of the cor- 
tical (intralobular) 
arteries, so that the 
circulation the 
outer- and mid-corti- 
cal glomeruli (circa 
80%) appears to cease, 


j 


while as a_ conse- (a) © 

quence the circulation soem SPLANCHNIC surowomous 

or RENAL 


medullary (15%) and ae 
some (5%) deep cor 
tical glomeruli and the medulla is greatly augmented, the 
juxtamedullary glomerular capillary loop-velocity much in- 
creased and the renal circuit-time reduced by half (see (5) in 
the diagram).* ** 

In the group of conditions in which lower nephron damage 
is a common feature—blackwater fever, crush syndrome, incom- 
patible blood transfusion, concealed accidental haemorrhage in 
pregnancy, excessive vomiting in pyloric stenosis, cholera, and 
yellow fever—it is most probable that the extreme reflex vaso- 
constriction of cortical vessels (above mentioned) does not occur, 
but rather is the partial renal cortical ischaemia due to an 
exaggeration of the normal autonomous control in the kidney 
by which the intrarenal blood flow is adjusted to the varied 
In discussing the 
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CORRESPONDENCE 


MEDICAL JOURNAL 


pathogenesis of the renal failure in the three conditions first 
mentioned Foy and his colleagues® drew attention to the dehy- 
dration in such patients, and they concluded that the anuria is 
associated with the diminution of blood volume, of renal blood 
flow, and of glomerular filtration. It seems reasonable, there- 
fore, to conclude that in respect of the reduced renal blood flow 
in these conditions the degree and duration of cortical ischaemia 
are determined by the autonomous control of the kidney which 
increases the tone of the renal arteries (in endeavour to main- 
tain the renal blood flow in the face of reduced blood volume), 
producing proportionately greater vasoconstriction in the intra- 
lobular arteries, so that there is partial ischaemia in the outer 
cortex—{c) in the diagram. Anaemic anoxaemia from external 
or inteffial blood loss and pigment athrocytosis from haemo- 
globinuria or myohaemoglobinuria are to be regarded as addi- 
tional factors in the pathogenesis of the tubular lesion and renal 
failure. Similar views are stated more fully in a leading article 
in the Lancet,’ and simple statement only need be made here to 
outline the intrarenal circulatory changes. 

As regards true vascular shunts in the renal circulation such 
as those described by Steinach,* Spanner,’ Trueta and his 
colleagues,> and Simkin,'° the precise nature, number, and 
function of these are not yet fully understood.—I am, etc., 


London, N.18. J. F.. HEGGrE. 


REFERENCES 
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Whither Tuberculosis ? 

Sir,—The letters from the pens of Drs.°G. Lissant Cox 
(Dec. 25, 1948, p. 1118) and Stephen Hall (Jan. 8, p. 70) are 
valuable contributions to a survey of the present situation. 
Volumes might be written on “ Whither Tuberculosis?” But 
may I take up a little of your space ? 

Everyone to-day has to try to encompass too much, and this 
in spite of specialization and the splitting up of medical practice. 
Again, procrastination and delay are too common because of 
the shortage of beds, nurses, and, to some extent, of properly 
trained doctors and their valuable and numerous assistants. 
These things are largely due to post-war conditions and to 
the haste, uncertainty, and incompleteness of present changes. 
Delay leads generally to the disadvantage of the patient. — 

The desire of sanatorium physicians to share in the work 
of the clinic and to study environmental factors is laudable: 
enlarging the vision and widening the interests are healthy 
desires. But sanatorium doctors must realize it is a whole- 
time job to look after the treatment of the patients under their 
care. To make a complete diagnosis of the whole position is 
a first requisite of good treatment. In so far as this may 
necessitate a delving into causal factors, physical and mental, 
it may involve a study of sociological conditions and much else. 

But the first duty of the sanatorium physician is to master all 
the details in the treatment. For example, an artificial pneumo- 
thorax is not a simple form of treatment, as Dr. Hall has 
pointed out. The complications which arise in its course 
are lessened and the end results improved according to the skill, 
experience, and clinical instinct of the managing physician ; and 
this depends even more upon his competence in carrying the 
treatment along and through than upon his judgment on the 
choice of the patients for this particular form of collapse 
therapy. Furthermore, apart from the necessity of keeping 
abreast of the developments of thoracic surgery in order to use 
his acumen as a physician in supervising what to do and when 
to do it, the introduction of specific drugs and a closer super- 
vision of the early stages of the rehabilitation of the patient all 
keep the sanatorium physician busier than ever. Perhaps the day 
has gone by when men of the stamp of Peter Edwards—to name 
only one—can make valuable contributions to many branches 
of the combating of tuberculosis. 


_into the. . 


So again I say, no longer can we repeat, as once was done, 
that prevention and cure go hand in hand. Whatever can be 
said about prevention and treatment going together in theory, 
in practice to-day they must be separated (pace Dr. Lissant 
Cox), otherwise “ many will overlap and wrestle with too many 
details.” By the way, I can make out neither head nor tail of 
one of Dr. Lissant Cox’s sentences—‘ Tuberculosis, environ- 
mental and clinical, now merges into a general medical direc- 
tive.” This is a bit of new jargon to me. And I am a little 
puzzled by his, “If the new chest physician . . . exalts diag. 
nosis and treatment and ignores prevention, he may gain entry 
. portals of general medicine but will have lost 
his soul.” I would like every chest physician to “ have his feet 
on the ground” in general medicine before he ever specializes, 

It seems to me that the ways of collaboration between the 
chest physician and his colleagues in various other spheres are 
complicated and have by no means been worked out yet.—] 
am, etc., 


Mundesley, Norfolk. S. VERE PEARSON. 


Sir,—The letters of Dr. G. Lissant Cox (Dec. 25, 1948, 
p. 1118) and Dr. Stephen Hall. (Jan. 8, p. 70) express some 
of the anxieties that are troubling many of us who are employed 
in the tuberculosis service. Both are worried by the apparent 
disintegration that is taking place at many levels and in certain 
aspects of the service. Some of the troubles are administrative 
and are the result of the National Health Service Act. One 
hopes that with advocates such as Dr. Lissant Cox and Dr. 
Stephen Hall to guide our destinies many of these difficulties 
will be overcome in the not too distant future. 

Another change about which they are both concerned is the 
drift of the tuberculosis officer away from social and preventive 
medicine to “clinical” medicine ; this is surely a symptom of 
our nursing shortage—hence shortage of beds for the assess- 
ment and treatment of the patient’s disease. The tuberculosis 
officer is forced to use the bed available in the patient’s home 
and his relatives to do the nursing. With an inevitable wait of 
six months before “ active ” treatment can be started in hospital 
or sanatorium he is greatly tempted to do something for his 
patient. Through no fault of his he has entered the field of 
treatment, a time-consuming business, and at the expense of 
his other functions. 

Little has been said about the training for this specialty ; the 
success or failure of the service depends on the medical men 
it attracts. Rightly the emphasis in undergraduate training is 
on diagnosis, but it is still the practice te teach this at the bed- 
side rather than at the chest clinic. Most postgraduate courses 
(Wales excepted) are held at sanatoria or university centres: 
why not the chest clinic or out-patient department ? 

The undergraduate has little time in his curriculum for social 
medicine ; this he must learn later in general practice or some 
special centre. Advertisements for tuberculosis officers not 
uncommonly require a candidate to have a higher degree in 
clinical medicine: experience in general practice or social or 
preventive medicine is seldom asked for. It is possibly better 
that the potential chest physician should not be recruited from 
the medical officer of health’s department, but it is equally 
unwise that his sole experience in tuberculosis should be gained 
treating the disease in hospital while working for higher degrees. 
If plans are being laid for the training of specialists in tubercu- 
losis it is very necessary that experience in all branches of the 
specialty should be included if one is to stop this drift to 
“clinical ” medicine which your correspondents foresee.—I am, 


ete., 
Isleworth, Middlesex. CHARLES J. STEWaRT. 


Sir,—The letters of Dr. G. Lissant Cox (Dec. 25, 1948, 
p. 1118) and Dr. Stephen Hall (Jan. 8, p. 70) express a general 
anxiety felt at the moment by many workers in the old tubercu- 
losis service. The necessity for a sustained campaign against 
the disease, using every possible method of control, direct or 
indirect, is so obvious to those with practical experience of the 
problem that any development which might appear to threaten 
it is naturally suspect. 

This suspicion should not be interpreted as an indication that 
the tuberculosis service was regarded as perfect by those who 
worked in it. Far from it; the greater part of constructive 
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criticism over the last few years has in fact come from the 
service itself. The increasing complexity of diagnosis, the 
development of certain aspects of therapy in the dispensaries, 
and the ever-increasing numbers of cases of all kinds referred 
to them were recognized as a new responsibility requiring 
improved facilities, experienced staff, and a closer contact with 
other branches of medicine. Much has already been achieved, 
and the natural step now is to establish the modern type of clinic 
as a special hospital department like any other, with attached 
beds for diagnosis and assessment and treatment for “ short- 
term ” and emergency cases as may be appropriate. : 

It has also been suggested, and this is what Dr. Hall particu- 
larly questions, that the chest physician should have control of 
sanatorium beds, on the grounds that his experience of his 
specialty should be complete and a better continuity of control 
of the individual case established. This arrangement may or 
may not come about; there are arguments on both sides and 
it may in the end be found appropriate to one set of circum- 
stances and not to another. Yet even without it there is certain 


to be an over-all increase in clinical responsibility on the part. 


of the tuberculosis physician. It is thought that this may result 
in a diminished interest in the environmental and preventive 
aspects of the problem and that the conception of a really 
comprehensive tuberculosis service will be more difficult to 
maintain. 

To add to the anxiety on this point, the responsibility for 
environmental and preventive work, rehabilitation, financial aid, 
and so on has been placed with other authorities, a matter 
already widely commented upon as introducing a djstinct cleav- 
age in what should be a single entity. Altogether there is need 
to watch developments very closely lest the attempt to meet 
well-recognized defects should result in the creation of new 
ones. 

The new facilities made possible by the legislation of recent 
years must, however, be used to the full. Several important 
points come to mind, but there are two which if recognized 
will do much to achieve the desired end. First, the local area 
clinic must be regarded as the. centre for the direction of anti- 
tuberculosis measures as a whole, and its medical staff permitted 
to exert a guiding influence over any outside organization con- 
cerned with the welfare of the individual patient or with the 
problem generally. Only in this way can the activities of the 
various authorities concerned be knit together into an effective 
comprehensive effort. Secondly, the training of staff for the 
senior specialist appointments must be thorough. There is a 
tendency in some quarters to regard a basic training in general 
medicine and in chest medicine as sufficient. This should 
certainly be the foundation, but it is not enough. Experience 
in sanatorium and in the chest clinics is the only way to obtain 
a true insight into the special characteristics of the disease 
and a clear understanding of the importance of epidemiological 
and environmental factors. Such experience should precede the 
appointment to a senior post. This would go far to ensure that 
the problem would be dealt with as a whole, without any 
particular aspect of it being neglected. ‘ 

Finally, the multiplicity of authorities now involved will 


inevitably make administration difficult and complex. Auxiliary - 


staff to deal with the detail of administration and the social 
side of the work must be adequate, and unless everyone 
appreciates the fact that the system is merely a means to an end 
the whole scheme ‘will suffer. This is of the first importance 
in dealing with such a complicated problem as the control of 


tuberculosis.—I am, etc., 
Theydon Bois, Essex, HucGu Ramsay. 


‘ Anaesthesia in Ludwig’s Angina 

Sir,—Dr. John H. Willis (Jan. 1, p. 31) raises the question of 
anaesthesia in operations undertaken for the relief of acute 
inflammatory conditions in the neck. As he implies in his 
letter, the problems involved are not universally recognized 
even to-day. Chevalier Jackson stated that he considered the 
cause of death in many cases of Ludwig’s angina to be respira- 
tory failure as a result of the administration of sedative drugs. 
He based this conviction on the fact that many patients sent to 
him suffering from this condition were either moribund or dead 
on arrival, although they had started their journeys as healthy 
persons apart from the local condition ; in all cases the com- 
mon factor was the administration of morphine or other seda- 


tive by well-intentioned practitioners in order to render :the 
patients comfortable for the journey to Jackson’s clinic. - . 

The explanation of the sequence of events is clearly described 
by Macintosh and Bannister.’ Briefly it is that the conscious 
patient is able to compensate for the early stages of respiratory 
obstruction by using his accessory respiratory muscles, As 
long as this extra thoracic effort maintains the alveolar oxygen 
tension at a sufficient level the patient will remain conscious. 
If, however, the condition is not relieved, the accessory respi- 
ratory muscles will become fatigued. Alternatively, the admini-, 
stration of a sedative drug will depress the respiratory centre, 
with consequent diminution in respiratory muscular efficiency. 
In either case the result is the same: the alveolar oxygen tension 
falls, the vital centres become anoxic, and the patient quietly 
stops breathing—usually without even developing laryngeal 
spasm, 

All agents which produce unconsciousness are to a greater 
or lesser degree respiratory depressants at some stage in their 
action, and it therefore follows that to induce unconsciousness 
as a preliminary to surgical intervention in cases of Ludwig's 
angina is to court disaster. The three agents named by Dr. 
Willis—“ pentothal,” cyclopropane, and chloroform—are alli 
potent respiratory depressants and are in my opinion contra- 
indicated as inducing agents in the type of case under discussion 
unless a certain preliminary step is taken. 

The rational preliminary approach to anaesthesia in cases of 
respiratory obstruction resulting from Ludwig’s angina, carci- 
noma of the thyroid, and injuries involving the upper respira- 
tory tract is either to perform a tracheotomy under local 
analgesia or to pass an endotracheal tube after “ cocainizing ” 
the larynx. This latter procedure is easily accomplished with 
the aid of a Macintosh or a Kenton spray. Kuhn’s observation’ 
that laryngeal intubation enables the surgeon to become and 
remain master of the field is probably never better exemplified 
than in this method of anaesthetizing such cases of respiratory 
obstruction, for when the field has been mastered by laryngeal 
or tracheal intubation any general anaesthetic agent may safely 
be used, according to the indications present, to induce uncon- 
sciousness and enable the surgeon to relieve the pathological 
condition.—I am, etc., 

Bristol. V. Torry BaxTER. 
REFERENCES 


rch. 4 oted by Gillespie, N. Endo- 
tracheal Anacsthesta, 1948, p.'34, Wisconsin) 


Sir,—Dr. John H. Willis (Jan. 1, p. 31) comments upon: the 
danger of using intravenous anaesthesia for the incision of acute 
inflammatory swellings of the neck, and I would like to carry 
the question one stage further back. Surely no “ resident” (and 
here I use the term to refer to a man within a year or so of 
qualifying) should be expected to undertake the responsibility 
of anaesthetizing a patient with Ludwig’s angina ; the operation 
is rarely so urgent a matter that an experienced anaesthetist 
cannot be obtained. 

Some residents seem frequently to be asked (or told) to give 
anaesthetics to dangerously ill emergency cases. I recall a well- 
known anaesthetist who was asked what advice he would give to 
a resident who had to deal with an acute intestinal obstruction ; 
and his significant reply was, “He shouldn’t: it’s a specialist’s 
job.” 

A “post-operative chest” following a simple herniotomy 
or other cold case may be regarded as a disgrace by some, but 
it appears that in some circles such a complication is looked 
upon almost as the rule after a serious upper abdominal emer- 
gency operation. Such complacency is tragic, especially when 
this added condition may well tip the balance fatally for the 
patient. So grave a responsibility surely should not rest on the 
shoulders of a junior but of a specialist—I am, etc., 

Epping, Essex. Eric K. GARDNER. 
Spinal Anaesthesia for Caesarean Section 

Sirn—We feel that the statements of Mr. D. Stanley-Jones 
(Dec. 25, 1948, p. 1121) on this subject cannot be allowed to 
go unchallenged. It is true that there have been cases of 
collapse during caesarean section under spinal anaesthesia, both 
reported and unreported. But the fact remains that others who 
have developed safer techniques, including the use of smaller 
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dosages, have reported large series of cases with no fatalities 
attributable to this method of anaesthesia. Resnick,’ Thomas,’ 
and Malkin’ have reported between them more than 1,200 cases 
without a single anaesthetic death. 

One of us has used spinal anaesthesia for caesarean sections 
over a period of more than ten years without observing the 
effects described by Mr. Stanley-Jones. Instead of the “ massive 
vasodilatation of the largest and bloodiest organ in the body ” 
we have invariably found caesarean sections under spinal anaes- 
thesia to be associated with greatly reduced bleeding from the 
uterus, ich contracts unusually well.. Other authors have 
reported the same finding.'** Recent work has shown that, 
provided adequate oxygenation and capillary circulation is main- 
tained, even a severe fall in blood pressure need have no un- 
toward effe€ts on the patient. However, there is no difficulty 
in maintaining the blood pressure within normal limits with 
the aid of “methedrine.”* The danger lies not so much in 
vasomotor “ collapse ” as in respiratory paralysis.°” The gravid 
uterus, filling and distending the abdomen, interferes with the 
descent of the diaphragm. If to this is added intercostal 
paralysis extending to a high segmental level, grave anoxia 
may occur rapidly and insidiously. We have seen this happen 
on two occasions. Once in the presence of a large ovarian 
cyst, and once at the beginning of a caesarean section. In 
each case inhalation of 100% oxygen, or inflation of the lungs 
with oxygen, prevented any serious consequences, and in each 
case respiration returned to normal after removal of the 
abdominal tumour. 

It is now becoming generally recognized that for caesarean 
section analgesia should be limited to the level of the xiphi- 
sternum. This means in practice a smaller dose than that 
usually used for appendicectomy, for instance. If this is done, 
respiratory embarrassment is avoided, but as a precaution an 
efficient means of inflating the lungs with oxygen should always 
be available for immediate use in emergency, and the uterus 
should be emptied while “controlled respiration” or 100% 
oxygen inhalation is maintained. The steep head-down tilt 
adopted in the belief that this will assist the blood pressure 
merely increases the respiratory embarrassment and makes 
matters worse. Also, when using “ gravity-controlled” solu- 
tions it should be remembered that the spinal curves are altered 
in late pregnancy. We are now using an isobaric solution of 
amethocaine diluted with spinal fluid to a concentration of 1 in 
1,000. We find that 8 to 10 ml. is quite adequate for caesarean 
section, although 12 ml. would normally be used for, say, a 
hysterectomy. 

From the foetal standpoint spinal anaesthesia is ideal, as the 
babies usually cry as soon as their noses are born and they are 
free from the effects of respiratory depressants. The method is 
therefore especially valuable with premature or otherwise handi- 
capped babies. 

To deride as malpraxis a method which has over a period 
of years given such good results in the hands of experienced 
obstetricians is unworthy of your columns. We feel that so 
long as attention is paid to the precautions described spinal 
anaesthesia remains a safe and effective procedure in the absence 
of shock or severe bleeding, and it is especially valuable when 
caesarean section is performed in the interests of the baby.— 
We are, etc., 

DUNCAN BALLANTINE. 

Rotherham. F. L. ROBERTSHAW. 
REFERENCES 
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Breast-feeding 
Smr,—After having read Dr. James S. Hall (Jan. 8, p. 72), 
especially where he states that mothers are relinquishing the 
almost impossible task of synthesizing wholesome milk from 
snoek, scraps, and sausage meat, I feel still more ought to be 
added to the recent controversy on the subject of breast-feeding. 
Although of course the present-day rations contain substanti- 
ally more and better items than those mentioned by Dr. Hall, 
it is only too well known that most inadequate nourishment of 


MepicaL Journat 


the mother still assures a very high quality breast milk. I have 
spoken to doctors, and also with mothers, who have survived 
Hitler’s concentration camps, and they were unanimous in say- 
ing that many children were born in these camps and all of 
them had to be breast-fed, as no other milk was available 
The mothers often dying in the last stages of pulmonary 
tuberculosis still often managed to breast-feed their babies, and 
it was only in cases of extreme dehydration, when the mother 
was suffering from dysentery, etc., that one had the pathetic 
spectacle of seeing a mother putting the baby to a dry breast. 

In addition I should like to say that Dr. Hall’s belief of the 
equality of breast milk and the baby foods must be based on 
the knowledge that all the known chemical substances cop. 
tained in breast milk are present in the artificial products. But 
even the most biochemically inclined paediatricians know tha 
there are many other, mostly as yet unknown, factors present 
which make breast milk the superior nourishment. 

The recognition of the importance of breast-feeding seems 
not only well established everywhere, but is increasing ; this 
conclusion I draw from the fact that to-day in case histories, 
not only of babies but of younger and even older children, the 
mode of feeding as an infant has its definite place.—I am, etc., 


Whitehaven, Cumb, JOHN ABELS. 


Sir,—Picking up my Journal of Jan: 8 I find first (at p. 59)a 
very favourable review by Professor Charles McNeill of my 
book on breast-feeding, in which he remarks that “ paedia- 
tricians proclaim and extol its importance” ; and then, turning 
to a later page (p. 72), I find Dr. James S. Hall again taking 
up the cudgels for the bottle-fed infant. I am sure that Dr. 
Hall is right in saying that his cases of fully fed bottle babies 
compare very favourably with the under-fed breast babies 
which appear to be common in his practice. In my own 
practice, however, where no baby is underfed, whether it be on 
the breast or on the bottle, I do find a very real difference in 
morbidity rates between the two. 

As feeding problems are attended to at the surgery, where 
I hold a weekly weighing and consultative session, my visits are 
genuinely for sickness. I have collected and recorded (the 
results are to be published shortly in the Lancet) the visits 
required during the first year of life by 100 consecutive babies 
in my practice. Briefly, the bottle babies required more than 
five times as many. Moreover, 73% of the breast-fed babies 
did not require a visit at all, as compared with 94% among the 
artificially fed. In the present days of National Health Service 
and payment by capitation this argument for breast-feeding 
should at least appeal to the general practitioner, if only 
through his pocket. 

I note that Dr. Hall, and the Dr. Hutchinson whom he quotes, 
are considering these children from the point of view of “‘ adoles- 
cence or later life.” I do not deny that the bottle-fed child 
may achieve both health and immunity in later life ; but I prefer 
to save the mother the worry of the higher incidence of disease 
in infancy. What simply appals me is his picture of ‘“‘ maternal 
unhappiness and misery ” caused by breast-feeding. None of 
my lactating mothers is unhappy or miserable. If they were, of 
course, they would undoubtedly underfeed their babies —I am, 

York. F. CHARLOTTE NAISH. 

Sir,—Dr. J. S. Hall (Jan. 8, p. 72) is still not impressed. In 
his first letter (Nov. 20, 1948, p. 919) he said: “I cannot deter- 
mine that artificial feeding has any deterrent effect whatsoever. 
. . - Lam of course open to conviction should sufficient modern 
evidence be available to the contrary.” I have supplied him 
with some evidence; but he passes it off with a light laugh 
because it comes from America, and is, he infers, a sort of 
medical Marshall aid. 

The*reason I quoted American figures was that this is the 
largest series available. By a petitio principii Dr. Hall chooses 
to ignore the data on pyloric stenosis (despite the fact that the 
series was not lease-lent, but came from Westminster). Of 46 
bottle-fed babies with pyloric stenosis 5 died. Of 100 breast- 
fed babies with the same disease none died. If Dr. Hall (or 
any other reasonable person) were told that his next infant was 
destined to suffer from congenital pyloric stenosis would he 
still allow it to be artificially fed ? 
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Itmay be that in England now (owing to the lack of domestic 
help, or the snoek, or some other factor) artificial feeding is 
easier than breast-feeding ; but, Sir, the British Medical Journal 

all over the world. Please do not let us disseminate any 
authority from the medical profession for a further decline in 
breast-feeding.—I am, etc., 

Bristol. 

** This correspondence is now closed.—Ep., B.M.J. 


Rhesus-testing in Pregnancy 


Sir.—Doctors engaged in the practice of midwifery are now 
well aware of the importance of blood replacement in the 
treatment of the haemorrhages of pregnancy. Increasing use 
is therefore being made of the emergency resuscitation services 
which most maternity hospitals maintain for the purpose of 
transfusing women too ill to be removed into hospital. 

It is, however, evident that some practitioners do not realize 
that blood transfusion cannot be undertaken with safety unless 
the rhesus status of the patient is known. The blood group can 
be determined at the bed-side, but the rhesus grouping can be 
ascertained only by a somewhat elaborate laboratory technique. 

As one who has had: some experience in emergency transfu- 
sions I write this letter to urge on all doctors responsible for 
the care of pregnant women the necessity to take steps to deter- 
mine early in pregnancy the rhesus grouping of the patient. Too 
often one is summoned to women critically ill from blood loss 
only to find that the rhesus status is unknown, thus increasing 
the hazards of blood replacement. It is the bounden duty of 
all doctors who make themselves responsible for the care of the 
pregnant woman to see that the rhesus grouping is carried out 
as early as possible in the pre-natal period. The doctor who 
neglects this precaution is most certainly failing in his duty to 
the mother and her child.—I am, etc., 
Sheffield. 


Hucu R. E. WALLIs. 


W. J. CLANcy. 


Senile Deterioration of the C.N.S. 


Sir,—I was very interested to read the article by Dr. 
Trevor H. Howell on senile deterioration of the central nerv- 
ous system (Jan. 8, p. 56). I must, however, disagree with 
the conclusions reached. In assessing central-nervous-system 
physical signs in this age group, one important factor seems 
to have been omitted—namely the state of the vascular system. 
In addition the defective absorption of vitamins must be con- 
sidered—achlorhydria being a not uncommon “normal” 
finding in this age group. 

Any attempt to explain these phenomena by a central lesion 
seems to me erroneous. I would say that the factors operating 
are: (1) peripheral vascular occlusion which, although not gross 
clinically, has been sufficient to impair the blood flow to the 
vasa nervorum of peripheral nerves ; and (2) vitamin B defici- 
ency, which has again led to peripheral nerve lesions and also 
to mid-brain lesions with pupillary changes. 

It is then on a basis of a peripheral neuropathy that I would 
explain the lesions found. In support of this I note that the 
pyramidal tracts are normal in practically all cases, and lesions 
in the legs are more pronounced than in the arms—a not un- 
common finding in peripheral vascular disease.—I am, etc., 
Leeds. RAYMOND C. GLEDHILL. 


Cotton-dust Disease 


Sir,—The following quotation is from your leading article 
(Dec. 18, p. 1069): “It seems more likely, however, that there 
are only two diseases, perhaps only one: mill fever is almost 
certainly the early stage of byssinosis, and the remaining two 
conditions are very similar to other diseases caused by mouldy 
organic matter such as grain, flax, hemp, jute, and bagasse.” 
This is not correct. There are three distinct conditions, distinct 
clinically and occupationally. . 

1. Mill Fever—This will affect anyone unaccustomed to 
cotton mills, whether spinning mills or weaving sheds. It is 
a very mild febrile attack with anorexia after a day in the mills. 
After a night’s sleep it is gone, giving protection, which, how- 
ever, disappears if the visits to the mills are discontinued. I 
have often experienced it. : 

2. Strippers’ and Grindgrs’ Asthma.—This is a very chronic 
disease which takes many years to develop. It only concerns 


men in spinning mills exposed to dust arising from raw-cotton ~ 
bales. It is not seen in weaving sheds or among those who tend” 
the spinning frames and self-acting mules to which the cotton 
sliver proceeds from the carding engines. I was the first to 
describe the condition in 1908. ; 

3. Weavers’ Cough.—This condition is only seen among 
cotton weavers, and only among weavers preparing cotton cloth 
for the bleachers and dyers. If the cotton thread béing woven 
for this purpose gets damp on the warp beams, under condi- 
tions, described by me in 1914, offensive moulds may grown on 
the threads, which become dark and smell badly. When such 
threads are woven the operatives experience epidemics of acute 
illness. lasting several months and clinically resembling active 
pulmonary tuberculosis. 

What byssinosis is | have often wondered. Bbacog is a Greek 
word for linen.—I am, etc., 

Lossiemouth, Morayshire. 


Epcar L. COoLLis. 


Mallet Finger 

Sir,—Perhaps it is wise first to define the deformity “ mallet” 
finger as a lesion of the mechanism controlling extension of the 
terminal joint of any finger (the thumb is excluded). 

From experience in the treatment of this very common 
industrial and domestic lesion we suspected that it was not a 
simple problem, and that the pathological anatomy of the tears 
might be as varied as the end results we observed to follow 
routine plaster immobilization with flexion of the proximal joint 
and hyperextension of the distal interphalangeal joint. “Follow- 
ing this routine we were not unduly worried when flexion of the 
terminal joint persisted at the end of treatment; as Dr. W. J. 
Lloyd (Jan. 1, p. 30) has observed, most workmen can accommo- 
date themselves to this deformity and are not concerned with 
the appearance of a useful working finger. (Precision workers, 
however, find the loss of complete control of the terminal joint 
of the index or middle finger a real working disability.) We 
were worried, however, by a group who after treatment com- 
plained of such pain in the distal interphalangeal joint that they 
could not return to work, and this pain persisted for a long 
period. 

Therefore six years ago this hospital undertook a planned 
investigation of the problem, continued its close study for 
almost two years, allowed a period of time to elapse before 
assessing all the patients included in the study, and finally pub- 
lished’ a detailed description of the varying surgical anatomy 
of these tears and a detailed account of the end results to be 
expected after surgical treatment. ‘ 

From this study it is obvious, I think, that mallet finger 
cannot always be treated by a reassuring word, as Dr. Lloyd 
would seem to suggest. The open mallet finger caused by a 
grinding wheel, cutting or crushing violence—a not infrequent 
industrial injury—is an undisputed surgical matter. 

The closed mallet finger, which may cause very troublesome 
and prolonged pain in the joint, is caused by the avulsion of 
a fragment of bone from the base of the terminal phalanx, taking 
with it a variable amount of articular cartilage. If the very 
disabling and painful traumatic ‘arthritis of the joint is to be 
avoided, then early and accurate reduction of the fracture, in 
our view, is essential. If closed reduction fails, as it sometimes 
does, then early open reduction with internal fixation is essential. 

The fracture type of mallet finger accounted for 25% of our 
series. Three-quarters of our patients had tears of the extensor 
tendon at varying levels, the level of the tear presenting its own 
problem in treatment—e.g., if any part of the tear was situated 
proximal to the joint, the prevention of adhesions between the 
tendon and the neck of the middle phalanx with the subsequent 
inability of the tendon td pull the joint into full extension still 


- remains a problem. 


The prognosis after surgical treatment of mallet finger seen 
early is not as bad as Dr. Lloyd’s impressions indicate. In a 
close study of 61 consecutive mallet fingers treated by surgery, 
20 regained full extension and a good range of flexion, the 
remainder had flexion deformities ranging from 10° to 30° and 
a good range of powerful controlled flexion. In the treatment 
of this condition there is undoubtedly an economic angle—we 
can both over-treat and under-treat: to do either may be 
unnecessarily expensive. 

In my experience a common type of mallet finger is the 
partial tear in the middle-aged. The patient presents a terminal 
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joint with 20° to 30° flexion deformity with an ability to fully 
flex the joint and extend it to 20° or 30° of its full range. If 
such a tear is not associated with a fracture there is, I believe, 
a real place for the “reassuring word” in treatment. Most 
workmen can continue most jobs with such a finger, and within 
four or five weeks have accommodated themselves completely 
to the disability. The reassuring word, however, has no place 
in the economic treatment of the fracture type of mallet finger 
with extensive articular cartilage involvement. Symptoms of 
. traumatic arthritis can be very prolonged. The treatment of 
painful arthritis by arthrodesis of the joint involves many months 
before the joint is so soundly fused that the finger has regained 
powerful and painless function. , 
The surgical and economic treatment of mallet finger is not 
a simple matter ; it demands a.clear understanding of the under- 
lying pathology, very skilled technique in active treatment, and 
a degree of judgment in assessing those to treat and those to 
leave alone.—I am, etc., 
Birmingham Accident Hospital. 
REFERENCE 
1 Brit. J. Surg., 1948, 35, 397. 


WILLIAM GISSANE. 


Classical Caesarean Section 


Sir,—The recent correspondence on the merits and demerits 
of the classical caesarean operation has had a good deal of 
interest, mainly reminiscent, and the views of my own genera- 
tion will of course stay coloured by the excitement we experi- 
enced some twenty years ago when we found that with the 
lower-segment operation post-caesarean peritonitis need no 
longer’ be a dread, and that at last we had a conservative 
alternative to the high forceps operations and the perforations. 
This then seemed more important even than the risks of later 
rupture of the scar. Nowadays, although the risks of infection 
no longer bear the same weight, most would agree that techni- 
cally the lower-segment operation is much sounder, and until 
the other week I would have said from the experience of quite 
a number of cases that it could always replace the classical 
operation. I then met the following case. 

A primigravida had a transverse lie which could not be corrected. 
The usual lower-segment operation was begun. The anaesthesia used 
was gas, ether, and curare. After opening the abdomen I could 
not correct the oblique lie and extract the child, either as a breech or 
a vertex, so firmly was the uterus moulded round the child. The 
situation was exactly similar to a failed internal version for a 
shoulder presentation. In order to deliver the child it was necessary 
to make a free longitudinal incision upwards into the body of the 
uterus. This left an unpleasant T-shaped wound to be stitched. 


Part of the difficulty may have been due to the oxytoxic 
effect of the curare, and it might have been avoided by a deep 
relaxing anaesthesia, but deep anaesthesia is no proper solution 
to this sort of problem, and should I meet another case in which 
the uterus is contracted down on a transverse lie I would give 
serious thought to the advisability of an elective classical 


operation.—I am, etc., 5 
Liverpool. Percy MALpas. 


Carcinoma of Cervix 


Sir,—My attention has just been called by a doctor long in 
practice in Kenya to the letter of Dr. E. Malcolm Clark (Dec. 4, 
1948, p. 999) in which he attributes the relative freedom of 
Jewish women from carcinoma of the cervix to “some racial 
factor which we do not as yet fully understand,” and disputes 
my conclusion that they are protected:from the disease by the 
circumcision of Jewish males in infancy. He records a personal 
experience of twelve cases of carcinonia of the cervix among 82 
cancers in Kikuyu women. 

My correspondent says, “I feel that in fairness to you Dr. 
Clark should have made it plain that circumcision as practised 
by the Kikuyu differs in some important respects from circum- 
cision as practised by Jews. Kikuyu males are circumcised in 
or about puberty, and the operation is so performed that a large 
spur of preputial tissue remains, extending outwards on each 
side of the fraenum. It is very characteristic of the Kikuyu 
. . . the Kikuyu attach great importance to this tag of tissue.” 

It is hardly surprising that late and partial circumcision fails 
to give the female as much protection against cervical carcinoma 
as the complete operation in infancy. East Africa, with its 


compiex mixture of circumcised and uncircumcised tribes and 
its primitive codes of sexual conduct, is not a field where un- 
equivocal evidence on the subject can be obtained. In Fiji, on 
the other hand, where 90,000 circumcised Fijians live alongside 
70,000 uncircumcised Indians without mixing, during the years 
1925-32 the Suva Hospital admitted only three cases of cervical 
carcinoma in Fijian women and 26 in Indian women. I have 
No statistics of penile carcinoma in Fiji, but my attention was 
drawn specifically during my visit to its occurrence in Indians 
and its absence in Fijians. 

The evidence from Fiji shows that circumcision, even done as 
late as puberty, has much protective value for the female. [It 
also negatives the postulated racial immunity of Jewish women, 
Hoffman’s statistics for Amsterdam (1919-29) showed a higher 
incidence of cancer of the breast, rectum, liver, and gall-bladder 
among Jews than among non-Jews. . 

In conclusion let me say that I have never advocated the 
general adoption of circumcision in this country. I believe that 
all its advantages could be obtained without removal of tissue 
by the simple operation of universal dorsal preputiotomy in the 
first days of life. 

I am indebted to the medical superintendent of the Suva 
Hospital for the information that from January, 1947, to 
November, 1948, twelve cases of malignant uterine tumour in 
Indians have been admitted and only a single case in a Fijian— 


I am, etc., 
W. SAMPSON HANDLEY. 


London, W.1. 
Pre-suppurative Amoebic Hepatitis 
Sm,—Dr. J. T. Harold (Dec. 11, 1948, p. 1034) states that no 
recent record exists of an amoebic abscess in a patient who had 
never been abroad. Dr. Francis Lowe (Jan. 1, p. 31) records a 
case, and I should like to report a second. 


A male patient, aged 54 years, recently died in this hospital. He 
was admitted six months previously with an empyema of the right 
pleural cavity; there was no previous history of diarrhoea. Three 
months after admission he developed a typical amoebic dysentery, 
motile vegetative amoebae being found in the stools and later in the 
pleural pus. Surgical treatment and emetine therapy were of no 
avail, and the patient died six months after admission. A 
necropsy revealed an amoebic abscess of the right lobe of the liver 


which had tracked through the subphrenic space into the pleural , 


cavity. The patient had lived nearly all his life in Bolton and had 
never left this country. 
—I am, etc., 

Townleys Hospital, Bolton, 


Estimation of Prothrombin 


Sir,—The report of the meeting of the Medical Society of 
London (Jan. 1, p. 26) contained statements concerning the 
control of dicoumarol therapy which might lead to misunder- 
standing. It is of great importance that ambiguities concern- 
ing the estimation of prothrombin should be avoided. Accidents 
have occurred in the past during dicoumarol treatment because 
of lack of appreciation of the many pitfalls encountered in the 
calculation of results and the confusion which exists in their 
interpretation. 

Dr. Paul Wood is quoted as saying that the prothrombin 
concentration should be kept to “round about 30 to 40: mg. 
per 100 ml.” Mr. Dickson Wright is said to have stated that 
“when less than 20 mg. per 100 ml. no dicoumarol was given. 
If the figure fell below 10 units (my italics) menadion bisulphite 
30 mg. was given intravenously.” In these two statements the 
prothrombin concentration is expressed both in “mg. per 
100 ml.” and in “units,” neither of which is a customary pro- 
cedure in this country. So far as I am aware there is no routine 
method for the estimation of prothrombin in milligrammes. It 
is nearly always expressed as a percentage of the concentration 
found in normal plasma, and it seems likely that the above 
quotations should read “30 to 40%,” “20%,” and “10%” 
respectively. If this is so, the minimum safe level advised 
by Mr. Dickson Wright is only half of that advocated by 
Dr. Wood. 

It is not sufficiently realized that when prothrombin is esti- 
mated in dicoumarol plasma by a one-stage method'? the 
result depends upon the technique employed. It varies with 


M. W. JOHNSTONE. 


the thromboplastin® and also with the diluent used in the con- 
struction of the reference curve. Thus, if reference curves are 
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e dilution of normal plasma and pro- 
d in a dicoumarol plasma using venom- 
the result will be 

‘. emulsion’ is used and very much higher han the resu t 
cuanieed with ox-lung extract.‘ If the prothrombin is estimated 
by the two-stage method® the result will probably differ from 
all three of those obtained by the one-stage procedures, though 
it will be nearest to that found by using venom-lecithin as 
thromboplastin.‘ Not only is the reference curve obtained when 
prothrombin-free plasma is used for diluting normal plasma 
entirely different from that obtained when saline is used, but 
curves obtained with different prothrombin-free plasmas differ 
from one another, depending on the method used for the 
removal of the prothrombin.’ a 

It is therefore important that any criteria for the limits of 
safety in dicoumarol therapy should be accompanied by a 
precise definition of the method used for the estimation of 
prothrombin. Differences in technique probably account for 
the apparent discrepancy which appears in your report between 
the recommendations of Dr. Wood and Mr. Dickson Wright.— 


I am, etc., 
Reading. 


constructed by salin 
thrombin is estimated 1 
lecithin as thromboplastin, 


C. A. MAWSON. 
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Temperature Recording 


Sir,—Professor Alan Moncrieff and Dr. B. J. Hussey (Dec. 4, 
1948, p. 972), as well as the author of the annotation (p. 991) 
on temperature recording, overlooked the basic fact, often noted 
in “Any Questions ?”, “Correspondence”, and “ Notes and 
Comments ” (British Medical Journal since 1943), that it takes 
ten minutes for the mercury clinical thermometer to reach 
stability with the temperature of the surrounding media irre- 
spective of the site. Orally there may be an appreciable differ- 
ence of 0.2°-0.5° F. (0.1°-0.25° C.) between a 2-3-minutes read- 
ing and one of 10 minutes; the same difference may also be 
noted between a site under the tip of the tongue (the usual 
site the nurse chooses) and further back at the side of the 
fraenulum. 

While it requires great care—traumatic recto-urinary fistula 
from a thermometer may occur (Medical Annual, 1946, p. 53)}— 
the rectal method, being the least sensitive to the atmospheric 
environment, is the best. In the ambulant patient the oral may 
be as misleading as the axillary; this was noted by the late 
Sir Thomas Lewis in the low-grade fever of bacterial endo- 
carditis (Diseases of the Heart). Even during the diurnal cycle 
the maximum difference between oral and rectal (5-6 cm.) 
temperatures varies from 0.6°-1.2° F. (0.3°-0.7° C.), approxi- 
mating on the upgrade and diverging on the downgrade, but 
the nexus may be neither proportionate nor constant. Allow- 
ance, of course, must be noted for the slight deviation of 
individual thermometers. 

With low-grade fevers, as for example in rheumatic carditis, 
cited by the authors, the pyrexia may recur regularly or 
irregularly at times other than the usual maximum periods of 
1 p.m., 7 p.m., or 11 p.m. Accurate thermometry would abolish 


‘much of the unnecessary routine laboratory tests in many 


chronic febrile diseases. Active rheumatic infection rarely may 
be present, as shown by the B.S.R. and leucocyte count, even if 
the normal rectal range of 97.7°-99.5° F. (36.5°-37.5° C.) is 
not exceeded ; when the maximum rectal temperature is around 
99° F. (37.2° C.) quiescence is assured (by the laboratory tests, 


the sleeping pulse, and the absence, at rest, of mild sensible . 


perspiration day or night) in such cases.—I am, etc., 
Dublin. A. D. MacDwyer. 


Spontaneous Amputation of Cervix 
Sir,—As an interesting contrast with Mr. Walter Calvert's 
report (Jan. 8, p. 58) of difficult labour following surgical 
amputation of the cervix uteri, I beg to recall, in retirement, 
the following case. 
Between 30 and 20 years ago a midwife summoned me to see 
something she did not understand in the vulva of a young primipara 


after a normal, easy labour. Delivery was complete; the placenta 
and membranes were normal, and there had been no undue 
haemorrhage. 

I found it to be a plum-coloured fleshy mass which I had no 
difficulty in recognizing as the whole undilated cervix, 1-14 in. 
(2.5-3.75 cm.) in length, the os being about 4 in. (0.6 cm.) in 
diameter. Since it was attached by only a shred of tissue anteriorly 
I snipped it off and gave it subsequently to Professor Carlton Oldfield 
for the museum of the Leeds School of Medicine. It was clear that 
the child had been born through the split in the cervix at or near 
the internal os. The puerperium was normal. 

Within two years the midwife called and told me that the patient 
had had another baby, born in a labour so quickly and easily that 
even she had not been able to get there in time. Again recovery 
was normal. : 

Can it be that a woman can amputate her own cervix better 
than even the most skilful gynaecologist ?—I am, etc., 

Totland Bay, I.o.W. W. ARNOTT. 


Lithium Ionization for Gout 


Sir,—As one who has derived much personal benefit from 
lithium ionization in the treatment of an acute attack of gout, 
I deprecate the slighting reference to this treatment in the 
annotation on physiotherapy (Dec. 25, 1948, p. 1114). In the 
early days of my career I practised electrotherapy at a time 
when accurate medical ionization had only recently been intro- 
duced by Leduc and Lewis Jones, and I did some research and 
published papers on this subject.'? The effect of lithium ioniza- 
tion in many cases of acute gout is extremely striking, because 
it commences immediately. I have had a patient come into my 
consulting-room on crutches who at the end of the treatment 
was already able to walk on the affected foot. Other patients 
have come to me repeatedly to abort successive attacks. I 
looked up the reference to Sir Henry Cohen’s article, and this 
by no means makes the sweeping condemnation suggested in 
your annotation. Actually lithium ionization.is not mentioned, 
and the reference to lithium is probably to oral medication.— 


I am, etc., 
London, W.1. N. S. Finzi. 
REFERENCES 
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POINTS FROM LETTERS 


Manganese Therapy 
Dr. C. A, ALLAN (Dundee) writes: Recent additions to the know-. 
ledge of the biochemistry of manganese have shown it to be con- 
cerned with antibody formation (Walbrum, L. E., Acta path. 
microbiol. scand., 1944, 21, 3; Petherick, M. H., et ai., Proc. exp. 
Biol., N.Y., 1944, 59, 254), and also that it is an activator of a 
number of important enzymes. ... This has suggested to me that 
there may be other and as yet unexplored uses for manganese therapy, 
among which sensitization dermatitis, as a derangement of the body’s 
normal defence mechanism, may possibly be included. With the 
object of testing this hypothesis manganese was recently used in two 
cases. The first was a bus driver, aged 39. From 1940-5 he was a 
motor transport driver in the Army, always in contact with diesel oil. 
He developed local skin irritation on legs and arms. From 1945-8 he 
had frequent absences from work as a bus driver; he was still in 
contact with diesel oil, He remained resistant to all treatment until 
colloidal manganese was used. Three doses of 1 ml. intramuscularly 
arrested the skin irritation, and he has remained free from any sort 
of this trouble to date, although still working daily with diesel oil. 
The second patient was a cook, aged 45. She was said to have had 
soap dermatitis for the past six months ; arms and wrists affected, also 
neck. Prescription of soap, etc., had little effect. Again three doses 
of manganese, 1 ml., intramuscularly completely arrested this form 
of skin irritation. A routine examination of all the systems was 
made in each case and, seen recently, both have remained well. 


Screening Aid for Mass Radiography 

Dr. R. TREHARNE JAMES (Reading) writes: I was interested to read 
the description of a daylight screening aid for mass radiography 
units by Dr. S. W. Vivian Davies (Dec. 25, 1948, p. 1117). We 
have enccuntered the same difficulties as his unit in darkening our 
working sites and have for some months been using a similar 
screening hood. Though it is extremely useful it has one drawback, 
I think, in that the radiographer and his assistants are excluded from 
viewing the appearances. Time does not permit the examination to 
be repeated by several persons, nor does radiation dosage. Also 
it is desirable that the hood be removable easily and rapidly for 
laundering. 
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Obituary 


STANLEY RAW, M.D., F.R.C.S.Ed. 


Stanley Raw, who died with tragic suddenness at the age of 70 
on Dec. 26, 1948, was one of the outstanding surgeons in the 
North of England. He was a student at the University of 
Durham, and he graduated M.B., B.S. in 1901. He proceeded 
M.D. in 1903, and took the F.R.C.S.Ed. in 1905. Raw was 
senior resident medical officer at the Sunderland Infirmary 
before starting in general practice in that town. He was later 
elected surgeon to the Children’s Hospital. In 1915 he joined 
the R.A.M.C, and was surgeon to the Liverpool Merchants’ 
Hospital, and spent some years in France. On his return he 
was appointed surgeon to the Royal Infirmary, Sunderland, and 
he gave up general ‘practice. 
Sunderland General Hospital. In 1931 the Durham colliery 
owners asked Mr. Raw to become medical officer to some of 
their groups. In 1945 he reached the retiring age and became 
consulting surgeon to the Royal Infirmary and to the General 
Hospital, but continued with his other work. He was chairman 
of the Sunderland Division of the B.M.A. in 1924-6 and a 
former president of the Northern Counties Clinical Society. 

Raw was an accomplished surgeon with a leaning towards 
gynaecology. His results were good, and his surgical opinion 
was eagerly and widely sought. No one had more thought for 
the welfare of his patients, and his daily morning and evening 
rounds continued to the end. As a colliery medical officer, 
although there may have been disagreements from time to time, 
no pitman ever doubted his fairness, though sometimes his task 
was difficult. Raw’s great interest was in the Royal Infirmary, 
Sunderland, and at endless discussions and innumerable com- 
mittee meetings he did everything he could to advance its scope 
and improve its facilities. His ideas of hospital administration 
were much ahead of his time, and the Royal Infirmary, with 
which he was associated for forty-seven years, owes him an 
enormous debt. -From 1930 to 1943 he was chairman of the 
medical board of the Infirmary. Sometimes a difference of 
opinion might become a personal disagreement and lead to 
temporary estrangement, but Raw himself had had some dis- 
appointments in earlier professional life. 

He had climbed mountains, sailed small boats, and was golf- 
ing to the last. He was always advocating travel. Personally 
he was acute, astute, a wise counsellor, and a good companion. 
Being without children, he was most attached to his nephews 
and took great pride in their achievements. To those he was 
interested in or liked he was generosity itself. In his own 
world he was a very considerable figure ; with some change of 
fortune he might have been much more widely known. Stanley 
was a personality with an English character ; latterly he was an 
institution with a touch of magnificence. To his widow, who 
was his companion and helpmate for so many years, the 
sympathy of all his colleagues will be extended.—P. A. 


Dr. H. L. Duke writes: As an Englishman who was privileged 
to enjoy close personal association with van Hoof during the 
eighteen months’ sojourn in Uganda of the League of Nations 
Sleeping Sickness Commission, I should like to add a brief 
tribute to your account (Jan. 1, y 34) of the personality of a 
very charming colleague. Van f was a first-rate mixer, at 
home with all and sundry, high or low, black or white, peaceful 
or obstreperous. As a host he was ideal; an admirable 
reconteur, genial, with an acute sense of humour and a 
temperament imperturbable and placid. He loved a joke, 
practical or otherwise. He had a wonderful way with the natives, 
and his staff worshipped him and rendered him unquestioning 
loyalty. He knew all about a motor-car, and was a truly 
invaluable companion on the long empty stretches of the tsetse 
country in which the Commission spent so much time. His 
English was excellent, and his knowledge of human nature 
apparently inexhaustible. Yet one felt in those days that his 


main concern was his scientific work, and he was always ready 
at a moment’s notice. to switch off into a‘serious discussion of 
the programme. 
many friends. 


A gallant gentleman and‘a sad loss to his 


Dr. James Rust died at Malvern on Dec. 10, 1948, at the 
age of 79. After completing his early education at the Aberdeen 
Grammar School, he took his M.A. degree as a student of 
Aberdeen University in 1889, graduating M.B., C.M. in 189? 
and proceeding M.D. in 1895. He was house-surgeon to the 
late Sir Alexander Ogston before taking up an appointment in 
China. Returning to England, he bought a practice jp 
Gt. Colmore Street, Birmingham, where he remained until his 
retirement about ten years ago. Before his retirement he had 
been operated on for pyloric stenosis ; he recovered from this 
operation and enjoyed fairly good health until last year, when 
signs of heart failure preceded his death from coronary throm- 
bosis. Dr. Rust was a kind and generous friend, well loved by 
everyone, and he will be greatly missed. He was medical officer 
to the V.A.D. Auxiliary Hospital in Birmingham from May, 
1915, to December, 1916, and was also divisional surgeon of the 
St. John Ambulance Brigade. He was a member of the panel 
committee for several years, and also prime mover in the 
formation of the Aberdeen University Club for Birmingham 
and the Midlands, of which he became the first president. He 


He also became surgeon to the : presented _a silver cup to be competed for by the golfing mem- 


bers of the club. Dr. Rust, who was unmarried, never really 
mer from the death of his sister, who was devoted to him, 


Dr. ALEXANDER BROWN JAMIESON, who since 1919 had been 
a member of the tuberculosis service of the Lancashire County 


.Council, died suddenly at his home in Great Eccleston, Lancs, 


on Dec. 16, 1948. Dr. Jamieson graduated M.B., Ch.B. at 
Edinburgh University in 1910. For many years he worked in 
the districts served by dispensaries at Eccles, Leigh, Stretford, 
Farnworth, and Pendlebury, and also at the Peel Hall Pul- 
monary Hospital, Little Hulton. In February, 1945, he was 
appointed a member of the senior staff and became medical 
superintendent of the Elswick Sanatorium, near Kirkham, and 
consultant tuberculosis officer for the Fylde dispensary area. 
Recently the Manchester Regional Hospital Board established 
an enlarged dispensary area, bringing in Blackpool County 
Borough, and Dr. Jamieson became the chest physician of: the 
Victoria Hospital sin that town. Dr. Jamieson leaves a widow 
and one son. He was of a quiet disposition and was universally 
liked. by his colleagues of the medical, nursing, and clerical staffs. 


Medico- Legal 


DURATION OF AGGRAVATION 
[FRoM ouR MEDICO-LEGAL CORRESPONDENT] 


A soldier contracted bronchitis while serving in the Army before 
the war. He was passed fit for service in 1939 and was put on 
guard duties which exposed him to the weather. In January, 
1940, he became ill with influenza and a specialist reported that 
he was suffering from chronic bronchitis. For the next two 
years he was constantly on the sick list, and he was discharged 
in May, 1942. Seven months later a medical board found that 
his working capacity was reduced owing to shortness of breath. 
In 1944 his claim for a pension was rejected by a pensions appeal 
tribunal. In 1947 it was again rejected by a special tribunal 
which found that he had been in the Army for nearly three 
years, during which he was subject to no conditions which 
could be supposed to have exercised any influence on his 
bronchitis. He appealed to the court, and Mr. Justice Denning’ 
held that the finding of the tribunals could not be reconciled 
with the evidence, and that the only reasonable conclusion was 
that at the date of the appellant’s discharge his complaint had 
been aggravated by war service. . 

The question was raised whether the aggravation due to war 


- service had not passed away, and whether a tribunal making 


such an award could say for how long the aggravation had 
continued, and if and when it had passed away. His lordship 
thought a tribunal could do so, provided that both parties had 
notice that the point was to be considered. A claim made 
immediately on discharge, he said, took some time to reach a 
pensions appeal tribunal, and the claimant usually pleaded not 
only that the disease was aggravated at the date of ‘discharge 
but also that it remained aggravated at the date of the hearing. 
When the Minister rejected such a claim, he said that the 


1 Ansell v. Minister of Pensions, 1948, 2 All E.R: 789. 
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disease was not aggravated either at the date of discharge or 
at the date of the hearing. The evidence before the tribunal 
included medical evidence which brought the position right 
down to the date of the hearing. It was therefore obviously 
undesirable that the tribunal should confine itself to the moment 
of discharge and leave the question of duration to another 
tribunal. As a rule it was right and proper that the tribunal 
should consider not only the question whether aggravation 
remained at the date of discharge but also the question whether 
it remained aggravated at the date of the hearing, and, if it had 
passed away, at what date it did so. So long as both parties 
had notice of the case they would have to meet, it was open 
to the tribunal to find that any aggravation passed away at any 
time since discharge. The judge then remitted this case to a 
tribunal to decide whether the aggravation still remained, or at 
what date it had passed away. 


Universities and Colleges 


UNIVERSITY OF ST. ANDREWS 
The following candidates have been approved at the examination 
indicated : 
Fina M.B., Cu.B.—H. M. G. Ewan, Jean A. Houston, Maria I. Insh, B. R. B. 
Lumb, A. H. Moyes, Phyllis Norrie, W. P. R. Rintoul, A. J. Smith. 


UNIVERSITY OF LONDON 


A course ot two Special University Lectures on “‘ The Use of Radio- 
active Tracers in Biological Research” will be given by Professor 
F, A. Paneth, F.R.S., at the School of Pharmacy, 17, Bloomsbury 
Square, London, W.C., on Wednesday and Thursday, Jan. 26 and 27, 
at 5.30 p.m. 

A Special University Lecture on “ Virus Research and the Virus 
Problem ” will be given by Dr. Pierre Lépine, of the Institut Pasteur, 
Paris, at the London School of Hygiene and Tropical Medicine, 
Keppel Street, W.C., on Tuesday, Feb. 8, at 5.15 p.m. 

At the Foundation Day ceremony on Nov. 18, 1948, the honorary 
degree of D.Sc. was conferred on Sir Alexander Fleming, M.B., 
F.R.C.P., F.R.CS., F.RS. 

Dr. E. R. Boland, Dean of the Faculty of Medicine, has been 
appointed a member of the Academic Council for 1948-9. 

Professor J. M. Mackintosh has been appointed delegate of the 
University: at the Health Congress of the Royal Sanitary Institute 
to be held at Brighton from May 23 to 27, and Professor Wilson 
Smith delegate at the fifth International Congress of Comparative 
Pathology to be held at Istanbul in May. ‘ 

The following have been recognized as teachers of the University 
in the subjects indicated in parentheses: St. Bartholomew's Hospital 
Medical College: Mr. J. C. Hogg and Mr. N. A. Jory (Oto-rhino- 
laryngology); Mr. John Howkins (Obstetrics and Gynaecology); Sir 
Archibald McIndoe, Mr. D. F. E Nash, Mr. O. S. Tubbs, and 
Mr. E. G. Tuckwell (Surgery); Dr. B. Rait-Smith (Anaesthetics). 
St. Thomas’s Hospital Medical School: Mr. T. W. Mimpriss 
(Surgery); Dr. J. S. Richardson (Medicine) ; Mr. N. H. LI. Ridley 
(Ophthalmology). Middlesex Hospital Medical School: Dr. C. C. 
Chesterman (Tropical Medicine). Charing Cross Hospital Medical 
School: Dr. R. J. Clausen (Anaesthetics); Dr. R. J. Harrison 
(Anatomy); Mr. J. G. Milner (Ophthalmology); Mr. H. S. Sharp 
(Oto-rhino-laryngology); Dr. T. F. Tierney (Radiology, probationary 
for two years). Westminster Medical School: Dr. F. Dudley Hart 
(Medicine); Mr. B. St. J. Steadman, M.R.C.S., L.R.C.P., and Mr. 
R. S. Taylor, M.R.C.S., L.R.C.P. (Dental Surgery). Royal Free 
Hospital School of Medicine: Dr. J. D. S. Flew (Obstetrics and 
Gynaecology). King’s College Hospital Medical School: Dr. J. D.N. 
Hill (Mental Diseases (Psychiatry)). London School of Hygiene 
and Tropical Medicine: Dr. 1. E. McCracken (Public Health). 

The following candidates have been approved at the examination 


M:D.—Branch I (Medicine): P. Arnold, S. Balasingam, F. A. Binks, Vv. M. 
Borrelli, W. F. Cavenagh, F. B. Charatan, A. G. C. Cox, R. H. Cutforth, J. J. Y. 
Dawson, V. Edmunds, I. G. Fergusson, I. W. Gallant, O. Garrod, I. Gilbert, 
Audrey Hanson, J. C. Harland, G. P. Hartigan, W. M. R. Henderson, 
J. Henneman, J. W. Jordan, P. G. Keates, C. W. Kesson, H. A. Leggett, R. R. H. 
Lovell, K. M. Mackenzie, J. C. H. Maidment, T. P. Mann, R. M. Mayon-White, 
I. C. L. Patch, J. H. S. Pettit, T. R. B. Pilkington, A. Poteliakhoff, F. Riley, 
R. W. Rowan, J. R. Sinton, H. E. Thomas, H. R. Thomson, M. H. West, J. B. 
Wild. Branch II (Pitholoev): J. A. H, Brown, M. G. H. Cooray, R. H. Gorrill, 
N. F. C. Gowing, R. H. Heptinstall, J. Marks, R. D. de A. Seneviratne, D. A. 
Stanley, J. B. Walter, A. J. N. Warrack. Branch IIT (Psychological Medicine) : 
T. G. Williams. Branch IV (Midwifery and Diseases of Wonen); Aileen M. 
Dickins. Branch V ¢ ty el J. B. M. Davies, R. E. Lane. Branch VI (Tropical 


Medicine) : D. A. B. Hop! 


UNIVERSITY OF LIVERPOOL 


The following candidates have been approved at the examinations 
indicated : 


M.D.—C. D. Alergant, H. A . H. B. N. Jennings, J. Mills, R. H. 
Stewart, R. H. White-Jones, F. Zacharia 
M.CH.ORTH.—G. W. Baker, R. F. Browne, R. H. Dawson, 
J. R. Hughes, W. A. Hugh-Smith, 
A 3 m, J. H. G. Robertson, A. K. . L. Shatwell, C. C. > 
.P.H.—Part I: iniera H. Ab wicz, D. J. Cusiter, K. G. Koshi, 
H. McNicholl, D. A. W. Nugent, G. P. R: H. D. Sutherlai W. F. i 
CERTIFICATE IN PUBLIC HEALTH.—E. H. B. Ki 
mith. i 


E. Jones, J. G. Kay, 
. Evans, A. K. Frazer, Lavinia Free ‘ 
A. W. G. Housby, Doreen Jacobs, D. H. Jones, Eileen P. McLeavey, haere A 
Malone, E. N. Marks, Jean A. Raffle, G. F. Stone. Passed in separate subject : 
Ludwicka (Pharmacology and General peutics). 


1 Distinction in Obstetrics and Gynaecology. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 
FACULTY OF ANAESTHETISTS 
The first annual general meeting of the Faculty of Anaesthetists. will 
be held on March 16, at 3.30 p.m. Notice of motions for decision 
at the meeting must be received by the secretary not later than 
ten days before the meeting. At 5 p.m., the first Joseph Clover 
Memorial Lecture will be given by Mr. A. D. Marston. On the 
same day, the first anniversary dinner of the Faculty will be held, 
and all Fellows and Members of the Faculty are eligible to attend. 
Owing to the limited accommodation available it will not be permis- 
sible for Fellows and Members to have more than one ticket. The 
dinner will be at 7.30 for 8 p.m., and the dress will be dinner jacket. 
Applications for tickets, accompanied by cheques for £2 2s., should 
be made as soon as possible to the secretary, Faculty of Anaesthetists, 
po og College of Surgeons of England, Lincoln’s Inn Fields, London, 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 


Professor J, R. Learmonth, C.B.E., F.R.C.S., will deliver the Dr. 
John Burns Lecture in the Hall of the Faculty (242, St. Vincent 
Street, Glasgow) on Wednesday, Jan. 26, at 5 p.m. The title of the 
lecture is ““Some Aspects of the Surgery of the Spleen.” All 
medical practitioners are invited to attend. e. 


The Services 


The President of the French Republic has conferred the decoration 
of Insignia of Chevalier of the Legion of Honour upon Captain 
B. & Fowler, R.A.M.C., surgeon at the military hospital in Tobruk, 
in recognition of valuable services rendered by him on the occasion 
of a mine explosion in April, 1947. 


The London Gazette -has.announced the following appointments 
and mentions in dispatches in recognition of gallant and distinguished 
services in Palestine. The periods are indicated in parentheses: 


O.B.E. (Military  Division)—Lieutenant-Colonel (Temporary) 
G. H. C. Ovens, R.A.M.C. (Sept. 27, 1947, to March 26, 1948). 

M.B.E. (Military Division)—Major (Temporary) W. J. G. Brunt, 
R.A.M.C. (Sept. 27, 1945, to March 26, 1946). 4 


~--Mentioned in Dispatches——Majors (Temporary) J. A: G. Horton 
and A. Steer, R.A.M.C. (Sept. 27, 1945, to March 26, 1946); Colonel 
W..H. O’Riordan, R.A.M.C. (March 27, 1946, to Sept. 26, 1946); 
Colonel A, J. Beveridge, O.B.E., M.C.; Lieutenant-Colonel R. R. 
‘Leaning, Major A. D. Young, D.S.O., Majors (Temporary) J. T. 
Landau and S. A. Lane, Captains C. G. H. Bourhill, A. C. Cobban, 


‘ and D. Peebles, R.A.M.C. (Sept. 27, 1946, to March 26, 1947); 


Major W. R. Lamb, M.C., Captains K. W. Leech, E. S. Machell, and 
H. R. Turner, Captain (Temporary) W. A. Reynolds, R.A.M.C. 
(March 27, 1947, to Sept. 26, 1947); Lieutenant-Colonel (Temporary) 
S. Ward, Majors (Temporary) A. S. Douglas, D. F. Freebody, and 
J. G. Hoult, Captains M. P. Durham, G. L. MacKay, C. G. Teverson, 
and R. A. L. Wenger, Captains (Temporary) I. A. MacGregor and 
W.:A. Reynolds, R.A.M.C. (Sept. 27, 1947, to March 26, 1948); 
Lieutenant-Colonel (Temporary) J. C. Lambkin, Major (Temporary) 
(Miss) E. C. Brownlie, Captains A. Batty-Shaw, M. P. Durham, 
M. M.-Herbert, and H. A. F. Mackay, Lieutenant W. Hayhurst, 
R.A.M.C. (March 27, 1948, to June 30, 1948). ¢ 
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EPIDEMIOLOGY SECTION 


MEDICAL JOURNAL 


No. 1 
INFECTIOUS DISEASES AND VITAL STATISTICS 


We print below a summary of Infectious Diseases and Vital 
Statistics in the British Isles during the week ended Jan. 1. 
Figures of Principal Notifiable Diseases for the week and those for the corre- 
sponding week last year, for: (a) England and Wales (London included). (b) 
London (administrative county). (c) Scotland. (d) Eire. (e) Northern Ireland. 
Figures of Births and Deaths, and of Deaths recorded under each infectious disease, 
are for: (a) The 126 great towns in England and Wales (including London). 
(b) London (administrative county). (c) The 16 principal towns in Scotland. © 
The 13 principal towns in Eire. (e) The 10 principal towns in Northern Irelan 
A dash — denotes no cases: a blank space denotes disease not notifiable S 
no aaa available. 


1948 (Corresponding Week) 
Disease 


Cerebrospinal fever .. 28 3} 18 2] — 55 26 1 2 
Deaths ée es 1 


Diphtheria 22} 31] 10) 3 
Deaths 1 


225 
5 
Dysentery es 53 9 86} 11) 19 _ 
Deaths oe —|— 
Encephalitis lethargica, 
acute we 
Deaths ee 1 
Infective enteritis or 
diarrhoea under 2 
years és os 36 
Deaths és 395 S|} 


Measles* os ++ [11,121 163 
Deathst af 1] _ 


Ophthalmia neonatorum 48 5; 58} 5} 1 — 


Paratyphoid fever 3 1; — 
Deaths - ee 


Pneumonia, influenzal . 1,050} 59) 6 6 4 
Deaths influ- 
enza)t 2) 3} 355 7 S| — 1 


Pneumonia, primary .. 54 
Deaths 62 14 


Polio-encephalitis, acute 3; — 


Poliomyelitis, acute .. 20} — 3— 
Deaths§ ‘ 2 


Puerperal fever . . 9 3} 6 1 
Deaths 


Puerperal pyrexia] .. 6 4 112} 11) 11) —| — 
Deaths ee 


Deaths 


Scarlet fever -» | 1,125) 54 1,786 


Deaths ee 


Typhoid fever .. 
Deaths od 


| 
| 
| 
| 
| 
| 
| 
| 


Deaths — 


Whooping-cough* ‘ 
Deaths — 2 1 — 
Deaths (0-1 year) 
Infant mortality rate 
(per 1,000 live births) 


‘ae rate ( per 
,000 persons living) 


7,253)1172 9,608) 1535 291 


186) 31) 23 227) 31) 26 


* Measles and whooping cough are not notifiable in Scotland, and the returns 
are therefore an approximation only. 

t+ Deaths from measles and scarlet fever for England and Wales, London 
(administrative county), will no longer be publis' 

tIncludes primary form for England and Wales, London (administrative 
county), and Northern Ireland. 

§ The number of deaths from poliomyelitis and polio-encephalitis for England 
and Wales, | ondon (administtative county), are combined. 

l| Includes puerperal fever for England and Wales and Eire. 


EPIDEMIOLOGICAL NOTES 
Influenza 


Deaths certified as due to influenza in the 126 ith 39 | towns rose 


to 47 in the week ended Jan. 8, compared with 29 in the pre- 
vious week. This is the largest weekly total since the spring 
of 1947. The rise is not disproportionate for the season and 
suggests that virus influenza had not reached epidemic propor- 
tions in England and Wales. There is, however, confirmation 
that influenza has s one across Europe from the south-east, 
The disease appeared in Italy early in December, 1948, and had 
crossed to the Haute-Savoie about Dec. 15. It spread up the 
eastern border of France between Dec. 15 and Dec. 20 and 
affected most of the country, sparing only a few departments. 
It seems that it was not present in Paris until about Dec, 20, 
and the attack rate increased about Christmas. In Paris it took 
about fourteen days for the disease to reach a maximum inci- 
dence. There is, so far, no sign of regression. A conservative 
estimate of incidence up to the present is 15% of the population 
of France. Some communities have experienced attack rates up 
to 30 or even 40%. 

The spread to the Northern European countries continues. In 
Holland the disease entered at Eindhoven on Dec. 31 and 
appeared in Leiden seven days later. Outside France and 
Italy, according to telegraphic reports received in Geneva up 
to Jan. 11, there had been no abnormal increase in influenza 
in Scandinavia, Spain, Hungary, and the American zone of 
Germany. The disease was prevalent in the Vorarlberg Tyrol 
of Austria. In Switzerland thirteen cantons were - affected, 
particularly Tessin, Geneva, and Basle. To the east there were 


‘small foci in certain towns in Turkey, but no epidemic. In 


Mosthern Europe the epidemic was still confined to South 
olland 

Clinical Features——The disease occurring in France is typical 
and easily distinguished from the benign seasonal catarrhs. The 
average case has an abrupt onset with headache, weakness, 
muscle pains, and fever. Apart from a sore throat, signs refer- 
able to the respiratory system are few at onset. In the ordinary 
case the illness lasts seven days and is followed by some debility. 
Complications are few and encephalitis has not been reported. 
Pulmonary complications have killed elderly people. A few 
deaths from acute pulmonary oedema in the first thirty-six 
hours of the illness, particularly in children under 2, have 
been mentioned. 

Virus—In a previous announcement “virus B” was men- 
tioned. It now seems more probable that the virus mainly 
responsible is more closely related to virus A. Identification 
experiments at the World Influenza Centre laboratory at 
Hampstead are incomplete. 

Local Health Authorities——The Ministry of Health has ad- 
vised local authorities in England and Wales that the increased 
incidence of influenza in parts of Europe may foreshadow an 
early outbreak in this country, although there are no signs of 
this at present. It is suggested that medical officers of health 
and local authorities should plan in advance the arrangements 
which may have to be made if there is an unusually heavy 
incidence of influenza. These measures will be related to the 
local health authorities’ services under Part III of the National 
Health Service Act, and the home nursing and domestic help 
services may both have to meet considerable extra demands. In 
a circular issued recently the Ministry urges that at the moment 
local health authorities should do no more than shape pre- 
cautionary plans against the possibility of a large-scale outbreak. 


Annual Report of England and Wales for 1946 


The crude death rate during 1946 was 12.0 per 1,000, but 
when corrected for age the Comparative Mortality Index was 
0.881 and was the lowest value yet recorded. Infant mortality 
was 42.85 per 1,000 live births and was the lowest value ever 
recorded. The neonatal mortality of 24.46 was 0.30 below the 
value for 1945 and 0.11 above the value for 1944. Maternal 
mortality decreased from the previous lowest level of 1.47 in 
1945 to 1.24 per 1,000 total births. The death rates per million 
children under the age of 15 were 40 for diphtheria, 3 for 


- scarlet fever, and 22 for measles, and were the lowest rates 


ever recorded ; the rate for whooping-cough was 91, an increase 
of 12 on the 1945 rate but appreciably lower than the pre-war 


average. 
Discussion of Table 

In England and Wales during the week under review there 
were increases in the notifications of measles 2,162, acute pneu- 
monia 258, whooping-cough 224, diphtheria 42, and dysentery 
23. The only decrease was in the incidence of scarlet fever 29. 

The largest increases in the notifications of measles were 
Lancashire 484, London 184, Staffordshire 157, Cheshire 146, 
Somerset 117, and Berkshire 116. The largest. "changes in the 
incidence of whooping-cough were increases in Lancashire 96 
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Mand Warwickshire 52, and a decrease in Glamorganshire 50. 
Fhere was an increase of 12 in the incidence of diphtheria in 
‘* London. “Little change was recorded in the local incidence of 
scarlet fevér.. A rise in the notifications of acute pneumonia 
occurred in every region of the country. i : 
“The largest returns of dysentery were Lancashire 12 (Liver- 
pool C.B. 7) and London 9 (Hackney 7). Two of the 3 
cases of paratyphoid fever and 4 of the 7 cases of typhoid 
fever -were notified in Lancashire. Only two counties had more 
than one notification of acute a: Worcestershire 4 
(Kidderminster M.B. 3) and rbyshire 2, both notified in 
Whaley Bridge U.D. 
In Scotland there were decreases in the notifications of 
- whooping-cough 80 and measles 45, while rises were reported 
for acute primary pneumonia 36 and dysentery 11. A small 
increase in the incidence of dysentery was recorded in all except 
the northern areas. The rise in the incidence of pneumonia 
occurred mainly in the north-eastern and eastern area. 
In Eire increases of 52 in the notifications of measles and of 
31 in the notifications of pneumonia were the only changes of 
note. The largest outbreak of measles was at Laoighis, Athy 
No. 2 R.D. 32. 
In Northern Ireland a fall from 11 to 2 in the notifications 
of diphtheria. was the chief feature of the returns. 


Quarterly Returns for Northern Ireland 


The birth rate for the September quarter was 21.5 per 1,000 
and was 1.3 below the average for the third quarters for 
the preceding five years. Infant mortality was 41 per 1,000 
registered births and was 12 below the five years’ average. The 
general death rate was 9.9 per 1,000 and was 0.4 below the 
average for the five third quarters. Deaths attributed to the 
rincipal infectious diseases numbered 56 and included 26 from 
infantile diarrhoea and enteritis, 14 from measles, and 10 from 
whooping-cough. No deaths were due to diphtheria. Deaths 
from pulmonary tuberculosis numbered 166 and from other 
forms of tuberculosis 48 ; these totals were 14 and 9 respectively 
below the averages of the five preceding quarters. 


Week Ending January 8 
The notifications of infectious diseases in England and Wales 
during the week included : scarlet fever 1,022, whooping-cough 
2,306, diphtheria 126, measles 13,185, acute pneumonia 1,181, 
cerebrospinal fever 43, acute poliomyelitis 19, dysentery 81, 
paratyphoid 2, and typhoid 4. 


Medical News 


Dr. Anne Gibson Survives Air-crash 

On the basis of information in the daily press we announced last 
week the “death” on Jan. 5, 1949, as the result of an air crash, 
of Dr. Anne Gibson, of St. James’s Hospital, Balham, S.W.12. 
Happily Dr. Gibson survived the disaster. We much regret the error 
and any distress the announcement may have caused Dr. Gibson, 
her relatives, and her friends. Dr. Gibson was a passenger in an 
airliner which crashed in Brazil while on its way to Chile. The 
medical superintendent of St. James’s Hospital informs us that a 
message has recently been received from Dr. Anne Gibson stating 
that she is alive and well. 


King Edward’s Hospital Fund 

His Majesty the King has sent an annual subscription of £1,000 
for 1949 to King Edward’s Hospital Fund for London. The Fund 
has also received a further instalment of £150,000 from the Nuffield 
Trust for the Special Areas. In founding this Trust Lord Nuffield 
provided that any sums that might be available by way of repayment 
of loans or otherwise from his Trust for the Special Areas should 
pass to King Edward’s Hospital Fund for London. A total sum of 
£1,150,000 has now been received. P 


Prospective Parliamentary Candidate 

Dr. A. D. D. Broughton has been chosen by Batley and Morley 
Labour Party (Yorks) as prospective candidate in the by-election 
caused by the death of Captain Beaumont. In 1945 Captain 
Beaumont had a majority for the Socialist Party of 11,592. 


London County Medical Society 

At the annual general meeting of the London County Medical 
Society on Jan. 5 the following offigers were elected: president, 
Dr. C. D. Coyle; vice-president, Mr. Iain Matheson ; hon. treasurer, 
Dr. L. T. Hilliard; hon secretary, Mr. J. Gabe. A full programme 
for the forthcoming year is being arranged. The next meeting 
of the. Society will be held on Thursday, Feb. 3, at 4.30 p.m. at 


Mile End Hospital, Bancroft Road, E.1. Dr. A. F:-Mohun and 
Dr. J. Rubie will open a discussion on streptomycin in the treat- 
ment of tuberculosis. The annual subscription of five shillings is 
new. due and should be sent to Dr. L. T. Hilliard, the Fountain 
Hospital, S.W.17. Membership is open to any medical practitioner. 
Inquiries should be addressed to Mr. J. Gabe, F.R.C.S., St. Alfege’s 
Hospital, Vanbrugh Hill, S.E.10. 


French Award 

The French Government has recently conferred the Médaille de la 
Reconnaissance Frangaise on the following: Moran, P.R.C.P., 
Dr. K. E. Eckenstein, Dr. N. M. Goodman, . Dorothy Gough, 
Mr. Holmes Sellors, Dr. L. E. Houghton, Dr. J. Moore, Dr. A. J. 
Morland, Dr. Eugene Nassau, Dr. P. G. Stock, Dr. R. E. Stuart- 
Webb. 


COMING EVENTS 


National Health Service Act 

Dr. Charles Hill, Secretary of the Association, will address a 
meeting of members of the Metropolitan Counties Branch on 
Thursday, Jan. 27, at 8 p.m., in the Great Hall, B.M.A. House, 
Tavistock Square, London, W.C. The title of the address will be, 
“Terms of Service.” 


Guild of St. Luke, SS. Cosmas and Damian 

A dinner-dance organized by the Westminster Branch of the Guild 
of St. Luke, SS. Cosmas and Damian will be held at Dorchester 
Hotel, Park Lane, London, W., on Thursday, Feb. 3, at 7.30 p.m., 
when guests will be received by His Eminence Cardinal Griffin. 
Tickets (£1 11s. 6d. each) may be obtained from the honorary 
secretary, 5, Wimpole Street, London, W.1 (Tel.: Langham 3230). 


Edinburgh Lectures 

A series of Honyman Gillespie Lectures has been arranged, in 
association with the Edinburgh Postgraduate Courses, to take place 
during the spring term in the West Medical Theatre of Edinburgh 
Royal {[nfirmary on Thursdays, Feb, 10, 17, and 24, at 5 p.m. 
The lectures are open to ail graduates and senior students. Details 
will be published in the diary columns of the Journal week by week. 


Public Health and Hygiene 

The Royal Institute of Public Health and Hygiene announces 
that the next course of instruction for the Certificate in Public 
Health and for the Diploma in Industrial Health (Part I) will com- 
mence on March 25. Prospectuses, enrolment forms, and full details 
may be obtained from the secretary of the Institute, 28, Portland 
Place, London, W.1. 


Banting Memorial Lecture 

Professor John Beattie, Bernhard Baron Research Professor at’ the 
Royal College of Surgeons of England, will deliver the Banting 
Memorial Lecture at Toronto’ next month. 


Rheumatic Diseases Conference 

The 7th International Congress on Rheumatic Diseases will be 
held in New York City on May 30-June 3 under the auspices of the 
International League against Rheumatism (Journal, Dec. 4, 1948, 
p. 1003). The date by which information on the presentation or 
discussion of papers is requested has been extended to Feb. 15. 
Information may be obtained from Dr. Ralph Pemberton, 1901, 
Walnut Street, Philadelphia, Pennsylvania, U.S.A. 


Congress of Life Assurance Medicine 

The Third International Congress of Life Assurance Medicine wilt! 
be held in Rome on June 6-9. The titles of the subjects for discus- 
sion and the names of the opening speakers are as follows: ‘** Medical 
Examination on Life Assurance—Its Difficulties and Pitfalls”: 
Professor H. Courcoux (Paris), Dr. R. de Beden (Trieste). ‘* The 
Influence of Heredity on Mortality”: Professor R. Sand (Brussels), 
Professor V. Bisceglie (Catania). ‘‘ Heart Disease and Life Assur- 
ance ”—(a) “ Valvular Defects **: Dr. H. D. E. Milders (Rotterdam), 
Dr. Terence East (London); (6) “ The Arrhythmias”: Dr. J. R. B. 
Hutchinson (Washington), Dr. V. Mortensen (Copenhagen). ‘* The 
Lessons of the War in Relation to Preventive Medicine”: Proféssor 
Ch. Richet (Paris), Dr. F. Kaufman (Zurich), Professor G. Mazzetti 
(Florence), Dr. A. Starna (Rome). All doctors interested in life 
assurance medicine are entitled to attend, and any wishing to take 
part in the discussions should communicate with the secretary of the - 
Congiess at Piazza San Bernardo, 101, Rome, not later than the 
end of March, 1949, sending a summary of their communication, 
which should not exceed 200 lines and which should be accompanied 
if possible by translations in French, German, and Italian, the three 
official languages of the Congress. Information about travelling 
arrangements and accommodation can be obtained from the secretary 
of. the Life Assurance Medical Society—Dr. Kenneth Dickson, 3, 
Lombard Street, E.C.3. 
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SOCIETIES AND LECTURES 
é Saturday 


SoutH East METROPOLITAN REGIONAL TUBERCULOSIS SociETY.—At 
Preston Hall, Aylesford, Kent, Jan. 22, 10.30 a.m. General 
meeting. 

Monday 


University CoLLeGe Lonpon.—At Physiology Theatre, Gower 
Street, London, W.C., Jan. 24, 4.45 p.m. “ The Ultracentrifuge 
and Electrophoresis Apparatus in Protein Research,” by Dr 
Johnson, Ph.D. 

Tuesday 


Eucenics Socrety.—At Ro 7 Society, Burlington House, Piccadilly 
London, W,, Jan. 25, 530 p.m. “The Work of the Galton 
Laboraiory,” by Professor L. S. Penrose. 

INSTITUTE OF DERMATOLOGY, 5, Lisle Street, Leicester Square, 
ag W.C.—-Jan. 25, 5 p.m. “ Histopathology of the Skin,” 
by Dr. I. Muende. 

‘or Urotocy.—At St. Paul's Hospital, Endell Street. 
London, W.C.; Jan. 25, 11 a.m. “ Infections of Urogenital Tract 
Due to Candida Albicans, ” by Dr. W. N. 

University Lonpon.—-At Physiolo 
wt London, W.C., Jan. 25, 5.15 pm. 


E. A. Underwood. 
. Wednesday 


British ASSOCIATION OF PuHysicat Mepicine.—At St. Thomas’s 
Hospital, London, S.E., Jan. 26, 5.30 “ How to Examine a 
Joint.” "Demonstration by Dr. H. yriax. 

InstITUTE OF PsycHiaTRY (UNIVERSITY OF LONDON).—At Maudsley 
Hospital, Denmark Hill, London, S.E., Jan. 26, 2.45 p.m. “ The 
Thalamus,” , Professor W. E. Le Gros Clark. 

InstiruTE OF Urotocy.—At St. Paul’s Hospital, Endell Street, 
London, W.C., Jan. 26, 11 am. “ Ocular Manifestations of 
Venereal Disease,” by Dr. A. H. Harkness. 

Lonpon University.—At School of Pharmacy, 17, Bloomsbury 
Square, London, W.C., Jan. 26, 5.30, p.m. “The Use of Radio- 
avs Tracers in Biological Research,” by Professor F. A. Paneth, 

RoyaL FACULTY OF PHYSICIANS AND SURGEONS OF GLasGow, 242, 
St. Vincent Street, Glasgow.—Jan. 26, 5 p.m. “ Some Aspects of 
the Surgery of the Spleen,” by Professor J. R. Learmonth. 


Thursday 
Dewssury: STAINCLIFFE GENERAL HospitaL.—Jan. 27, 9 p.m. 
- Clinical Problems in the Diagnosis and Treatment of Thyroid 


Gower 


by Dr. 


Disease.” by Professor R. E. Tunbridge. 
INSTITUTE Uro.Locy.—At St. Paul’s Hospital, Endell 
W.C., Jan. 27, 11 a.m. “ Chancroid,” by Dr. 


London, 
Mascail. 
Lonpon University.—At School of Pharmacy, 17, Bloomsbury 
Square, London, W.C., Jan. 27, 5.30 p.m. “ The Use Fd Radio- 
Tracers in Biological Research,” Professor A. Paneth, 


R 
Mepico-LecaL Soctety.—Ai 26, Portland Place, London, W., Jan. 27, 
“ The Coroner, the Doctor, and the Public,” by Robert 


Roya SANITARY INSTITUTE. —At Towa Hall, Wolverhampton, Jan. 27, 


10.15 a.m. Discussions: “ The rousing New 
Legislation Necessary?” to be o F. re 
“ The Scope of Care Work and Who Sho id abaxer It,” © be 


opened by Dr. G. a 
Str. GeorGce’s Hospirat EDIcCAL ScHoot, Hyde Park Corner, 
London, S.W.—At Large Lecture Theatre, Jan. 27, 4.30 p.m. 
Lecture-demonstration: “ Neurology.” 
University CoLtece Lonpon.—At Anatomy Theatre, Gower Street, 
London, W.C., Jan. 27, 1.15 p.m. 
Evolution,” by Professor J. B. S. Haldane. 


Friday 


KENT AND CANTERBURY HosPITAL, Canterbury —Jan. 28, 5 p.m. to 
7 p.m. Clinical meeting. 

Lonvon Cuest Hospitat, Victoria Park, E—Jan. 28. 5 p.m 
“ Extrathoracic Pain in Cardiovascular Disease, ¥ ‘by Dr. J. L. 
Lovibond 

MepicaL Society FOR THE StupDY OF VENEREAL Diseases, 11, 
Chandos Street, London, W.-—Jan. 28, 8 p.m. General meeting. 
— Interpretations of Serum Tests,” ho Dr. I. N. Orpwood 

rice 

NorTH OF ENGLAND Society OF ANAESTHETISTS.—At Royal Victoria 
Infirmary, Newcastle- se Jan. 28, 7.30 p.m. Third meeting. 
“ Dentai Anaesthesia,” r. Bernard Johnson. 

} Society, 7, Melbourne Place, Edinburgh.—Jan. 28, 

p.m. ate. 

Untverstry LONDON: DEPARTMENT OF PHARMACOLOGY.—At 
Physiology Theatre, Gower Street, London, W.C., Jan. 28, 5.15 
p.m. “ The Relationship Between Physico-chemical Properties of 
ae and Their Pharmacological Activities,” by Dr. F. Bergel, 


Saturday 


NorTH OF OTOLARYNGOLOGICAL SocreTy.—At Eye and Ear 
ae Myrtle Street, Liverpool, Jan. 29, 2 p.m. Clinical 
meeting 


ome Modern Views on | 


APPOINTMENTS 


Casson, F. R. C., M.B., D.P.M., Clinical Assistant, Department ycho- 
Medicine, King’s College Hospital, Denmark Hill, Ly 
‘OWAN, KENNETH, M.D., D.P.H., County Medical i 
ome ity Officer and School Medical 
Focarty, T. M.B., B.Ch., D.M.R.E., Consultant Radiologist urgan, 
RASER, JOHN, M.B., Ch.B., Medical Superintendent, Edinburgh C alescent 
Hospitals Group, Scottish South-Eastern Regional Hospital Saeed. — 
Harvey, F. C. B., M.R.C.S., L.R.C.P., Full-time Medical Officer of Health 
for District No. 9 (inclu Abe ave! Bo id R 
ding rgavenny rough an ural areas), Welsh 
Hupircn, J. Haworth, M.B., Ch.B., D.P.H., Medical Officer for Wigan. 
HospiraL FoR Sick CHILDREN, Great Ormond Street, London, W.C.—House- 
fipeidow. M. G. Philpott, M.B., B.S., M.R.C.P., H. J. W. Fisher, M.B., BS., 
R.C.P. Howuse-surgeon, M. E. Larg, M.R.C.S., ERCP. D.R.C.O.G. Medical 
Registrar and Pathologist, S. D. V. Weller, M.D., M RCP. Registrar to the 
Department of Psychological Medicine, R. Meyer, M. B., B. Ch., M. R.C.P. 
Ki 


HurForp, J. V., M.D., D.P.H., Phy Pp di 
George V Sanatorium, Godalming, S$ urrey. . 
LONGBOTTOM, DONALD, M.B., Ch.B., D.P.H., Divisional Medical Offi 
Medical Officer of Health to the Altrincham Division, Cheshire County Coma 
Owen, Evetyn D., M.B., B.S., D.P.H., Full-time Medical Officer to Cwmbran 
and Caerleon Urban Districts (Area No. 8), Monmouthshire. 
SILVERTON, M. I., M.R.C.S., L.R.C.P., Medical Office Health, Battle 
Rural District, Sussex. — ~ 
SOUTH-WESTERN REGIONAL HosPITAL BOARD.—The following appointments 
i impson, jirector 
Glou Group of Hospitals. 
TATTERSALL, P. E. R., M.D., M.R.C.P., Physician, Tyrone County Hi 
Omagh, under Northern Ireland Health Service. = 7 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 

1949, at Liverpool Maternity Hospital, to Hazel (née Green), 
wife of Dr. Davis vid Lee, 1, Storrsdale Road, Liverpool, a son. 

Mansour.—On Jan. 4, 1949, at Liverpool Maternity Hospital, to Enid Eileen 
(née Huston), wife of Dr. Joseph Mansour, a son. 

O’Hagan.—On Dec. 23, 1948, to Dorothy (née Pledge 
Stanley A. O’Hagan, M.B., B.S., D.P.H., of Winteringham, Scunthorpe, 
a son—Michael Stanley. 

Ritchie.—On Jan. 13, 1949, at Edinburgh, to Professor Anthony and Dr. Elizabeth 
Ritchie, University of St. Andrews, a son. 

Rosser.—On Dec. 25, 1948, at the Birmingham Maternity Hospital, to Pegsy 
(née Dash, M.B., B.S.), wife of Brinley M. Rosser, a son. 


DEATHS 
~—On Jean. 8, 1949, suddenly, Dr. Matthew McLintock Bainbridge, 
of 316, Monument Road, Birmingham. Dearly loved husband of Eva and 
— son of the late Reverend Philip and Mrs. Bainbridge, of Makerstoun, 
Barker.—On Jan. 11, 1949, at 3, Randolph Place, Edinburgh, Duncan McFarian, 
Barker, M.B., Ch.B. 


Lee.—On Jan. 


—On Jan. 10, 1949, at 6, Regent Road, Great Yarmouth, Valentine 
Henry Blake, M.B., B.S. 
—On Jan. 10, 1949, Alexander George Denmark, M.D., of Burleigh, 


Bishopsteignton, Devon. 
Foggie.—On Jan. 13, 1949, at Dundee Royal Infirmary, William Edward 
Foggie, D.S.O., M.D., F.R.C.P.Ed. 
Graham.—On Jan. 2, 1949, Thomas Graham, M.C., M.B., Ch.B., of 46, Cran- 
ston Avenue, Bexhill, aged 72. 
Grant.—On Jan. 11, 1949, John Wemyss Grant, M.B., C.M., D.P.H., Lieutenant- 
Colonel, I.M.S., retired, of 29, Carlton Avenue, Broadstairs, Kent, aged 79. 
Hewitt.—On Dec. 28, 1948, at Canford Lane, Bristol, John Hewitt, L.R.C.P.&S.1. 
and L.M., of Cevedon Road, Weston-supcr-Mare, aged 73. 
Hodgson.—On Jan. 2, 1949, at 162, Northway, Maghull, Liverpool, Albert 
Ernest Hodgson, M.D., D.P.H., aged 68. 
Holthouse.—On Jan. 2, 1949, Edwin Hermus Holthouse, F.R.C.S., of ¢. Gilbert 
Road, Ramsgate, formerly of 1, Park Crescent, London, W., aged 
Hatchinson.—On Jan. 11, 1949, at Bournemouth, Les‘ie Rose 
Hutchinson, M.D., D.P.H., Lieutenant-Colonel, I.M.S., retired. 
Leach.—On Jan. 9, 1949, at Royal Northern on Inverness, ‘William John 
Leach, M.B., Ch.B., of Eilleandonan, Beauly, Inverness-shire. 
a Jan. 10, 1949, Edwin Leonard Lees, M.D., of Clifton, Bristol, 
a ‘ 
—On Jan. 6, 1949, at 10, Scarsdale Villas, London, W., James 
Alexander MacLaren, M.B., C.M.Ed., aged 89. 
Messer.—On Jan. 1, 1949, Andrew William — M.B., C.M.Ed., J.P., of 
Lemington-on-Tyne, Northumberland, aged 8 
Nicol.—On Jan. 7, 1949, at a Bournemouth iil home, Alexander Camp- 
bell Nicol, M.R.C.S., L.R.C.P., formerly of Springfield Crescent, Parkstone, 
Dorset, aged 76. 
Rees.—On Nov. 21, 1948, Thomas Rogers Rees, M.R.C.S., L.R.C.P., of Cardiff, 
aged 56. 
Jan. 7, 1949, at London, S.W., James 
Alexander Russell-Cargill, M.B., Ch.B 
Rust.—On Dec. 10, 1948, at Graham yo Malvern, Worcs, James Rust, 
M.D., aged 79. 
ate Jan. 5, 1949, at Masterton, New Zealand, Horace William Sadlier, 
M.B., B.Ch. 
Sands.—On Jan. 1949, at his home, Gringley-on-the-Hill, Doncaster, Howard 
Sands, M.B., BCh. late of Chapeltown, Sheffield, aged 83. 
Watt.—On Jan. 2, 1949, at Perth®*Royal Infirmary, John Watt, L.R.C.P.&S.Ed., 
L.DS., of St. Margarets, Muthill, Perthshire, eldest son of the late J. W. J. 


ge, M.B., B.S.), wife of 


Watt, Glasgow. 
Wild.—On Jan. 6, London, N.W., nvi 
Burnett wild, M. R.A.M.C., aged $7. 


1949, at New End Hospital, 
B., Ch.B., Lieutenant-Colonel, 
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ANY QUESTIONS ? 


Any Questions ? 


Correspondents should give their names and addresses (not for 
publication) and include all relevant details in their questions, 
which should be typed. We publish here a selection of those 
questions and answers which seem to be of general interest. 


Home-cured Tobacco and Amblyopia 


Q.—Is there any evidence to support the suggestion that the 
smoking of home-cured tobacco may lead to tobacco amblyopia 
more readily than the smoking of tobacco cured commercially ? 


A.—Before any attempt is made to guess at the possible 
results of the use of home-cured tobacco, it may be as well to 
consider the factors generally accepted as leading to tobacco 
amblyopia. This is due to a breakdown in tolerance to nicotine 
and occurs when the intake of toxic substances exceeds the 
capacity of the liver to deal with them. The problem concerns 
the functions of the liver, and especially its formation of 
glycogen, in addition to the local reaction in the eye. Schepens 
was able to observe a large number of cases in Belgium during 
the recent war (7rans. ophthal. Soc. U.K., 1946, 66, 309). He 
found that tobacco amblyopia, a rarity before the war, had 
increased about ten times. Several factors must be considered 
in each case—type of tobacco, alcohol consumption, food 
deficiency, and mental strain. 

Tobacco as sold commercially has a small nicotine content 
owing to the breakdown of that substance by fermentation 
during the process of curing. In “ green” tobacco the fermenta- 
tion has not been completed and the percentage of nicotine is 
high. The stalks and ribs are more toxic than the leaf, and so, 
if they are not to be removed, they must be well crushed and 
broken up to allow of better fermentation. It was found in 
Belgium during the war that a poor quality of tobacco, as judged 
by the smoker, need not be as toxic as an apparently better 
tobacco. It was also found that the home-grown leaf was 
responsible for more cases of amblyopia than the commercial 
brands. In the past it has been taught that a high consumption 
of alcohol, especially spirits, predisposes to amblyopia. The 
pendulum is now swinging in the opposite direction, and many 
assert that alcohol has little or no influence in making the eyes 
more susceptible. Food deficiencies, especially in proteins and 
fats, are definitely in the picture. Many cases of amblyopia 
were seen by Dr. Wecker in the Siege of Paris in 1870, and 
the numbers were found to be increased in Germany after the 
1914-18 war. With such deficiencies recovery is slower and 
sometimes minor lesions are to be detected in the fundus. 
Despite the prominent position of vitamins in the dietary, a 
reduced intake probably has no influence at all on the occur- 
rence of tobacco amblyopia. Mental strain seems to increase 
susceptibility to the disease, and this was obviously present 
during the Siege of Paris, in Germany during the war of 1914- 
18, and in Belgium in the last war. It'may have an effect per se, 
or lead to a greater consumption of tobacco in order “ to soothe 
the nerves” and allay hunger. 

Amblyopia is most prevalent between the ages of 55 and 60, 
but under the adverse conditions listed above cases have been 
recorded at 30. The lesion is now considered to be primarily 
in the retina itself, the optic nerve being only secondarily 
affected at a late stage. Cure of the condition usually confers 
immunity, and recurrence is rare. To sum up, home-grown 
tobacco need not be toxic and produce tobacco amblyopia if 
it is properly fermented and cured before use. The danger, 
however, is greatly enhanced if there is any dietary deficiency 
or excessive mental strain. 


Threatened Abortion 


Q.—(a) Has progesterone any place in the treatment of 
threatened abortion in the absence of facilities for a pregnane- 
diol excretion test? (b) Please recommend the routine most 
likely to be successful in preventing abortion when a woman, 
three months pregnant and with no apparent abnormality, starts 
to bleed. 


A.—{a) There is still some dispute, but the evidence so far 
available suggests that progesterone should not be given indis- 


criminately to all cases of threatened abortion. Only about 
40% of cases show evidence of progesterone deficiency as deter- 
mined by pregnanediol excretion tests, and the administration 
of progesterone to the others may encourage abortion. There- 
fore the overall results for any large series of cases are probably 
better if progesterone is not used at all. 

(b) The most important part of treatment is complete rest 
in bed, and that for at least a further seven days after all bleed- 
ing has ceased. This may be supplemented, at any rate in the 
initial stages, with morphine or such sedatives as the bromides 
or phenobarbitone. If possible, arrangements should be made 
for a biological test for pregnancy and for a pregnanediol 
estimation to be carried out on a first morning specimen of 
urine, and progesterone therapy should be withheld until the 
result is available. Synthetic vitamin E, 30 mg. thrice daily, 
appears to help sometimes and can. do no harm. After the 
symptoms have settled down the patient needs to live a restful 
life, avoiding coitus and travelling, and she may continue to 
take vitamin E. ‘ 


Combined Pertussis Vaccine and Diphtheria Prophylactic 


Q.—There seems to be some difference of opinion about the 
combined injection of pertussis vaccine and A.P.T. Is there 
any contraindication? The anti-pertussis vaccine is sometimes 
given at monthly and sometimes at weekly intervals. Which 
do you advise, and why ? 


A.—The main objection at present to the combination of a 
pertussis vaccine with diphtheria prophylactic is that we still 
cannot tell whether any particular pertussis vaccine will prove — 
an effective immunizing agent or not. If, therefore, a poor _ 
pertussis antigen is combined with A.P.T. its failure to protect 
children against whooping-cough may adversely affect the atti- 
tude of parents to diphtheria immunization and they may decide 
that prophylactic injections in general are of little value. 
Another objection is that immunization against whooping- 
cough should be begun as early in life as possible, say at 
3 months, since infections may occur early and are most severe 
in infancy. On the other hand, diphtheria prophylactic is more 
useful and probably more effective if given towards the end of 
the first year of life.- 

The optimum dosage or interval of injection with pertussis 
vaccines is still not known. There is some evidence that a better 
antibody, response is obtained by injections at three- or four- 
week intervals than by weekly injections, and the present 
tendency is to give two or three injections of 10,000 million 
to 30,000 million organisms at monthly intervals. The combi- 
nation of pertussis vaccine with diphtheria prophylactic has no 
inhibitory effect on the antibody response to either antigen ; 
indeed, the antitoxin response to diphtheria prophylactic is 
usually enhanced when a combined antigen is used. 


Intravenous Iron 


Q.—What is the present opinion of parenteral iron prepara- 
tions? What are the methods of use and dosage? I have a 
woman patient, aged 27, who has a severe iron deficiency 
anaemia which responds rapidly to iron therapy. Unfortu- 
nately, in spite of trial of every oral form of iron, she shows 
a marked intolerance to this treatment, which causes abdominal 
pain and diarrhoea whenever it is given. Her haemoglobin level 
is now about 50%. 


A.—Intramuscular injections of iron are not widely used in 
Britain, as an adequate amount cannot be given without risk of 
toxic symptoms and the injections tend to be painful. Nissim 
(Lancet, 1947, 2, 49) reported the use of intravenous saccharated 
iron oxide. The commercial preparation “ ferrivenin” is now 


‘available for the treatment of hypochromic anaemias which 


prove refractory to oral therapy. Each 5-ml. ampoule con- 
tains 100 mg. of elemental iron as an iron-sucrose preparation, 
and it is claimed that there is “ 100% utilization” of such iron 
as compared with about 14% for ferrous sulphate and 1.5-3.0% 
for ferri et ammon.: cit. taken by mouth. A test dose of 1.5 ml. 
is injected intravenously on the first day, 3 ml. on the second, 
and subsequently 5 ml. or 10 ml. either daily or on alternate 
days until a “satisfactory response”is obtained. Intravenous 
injections should be carefully performed, and it is important 
to prevent any of the iron solution escaping into the tissues. 
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Reactions—for example, malaise, pain in the back, etc.—may 
occur, but are uncommon. When injections are given slowly 
(about 2 ml. a minute) venous thrombosis does not often take 
place and no “washing through” of the needle with glucose 
saline is necessary. As 25 mg. of iron are calculated to raise 
the haemoglobin 1% it is-reckoned that each ampoule should 
increase the haemoglobin by about 4%. A large infusion of 
5% glucose with 2% ferrivenin has been suggested in order 
to avoid repeated venupuncture. Further reports of the latter 
technique are awaited. In the case mentioned, intravenous iron 
would seem well worthy of trial. In every case of so-called 
refractory iron deficiency anaemia, however, it is all-important 
to make sure that the anaemia is not secondary to such condi- 
tions as reticulosis, neoplasm, or nephritis, and that there is no 
evidence of blood loss. 


Fat Intolerance 

Q.—A man of 56 is very intolerant of fat, and it is thought 
that recurrent infections may be due to too low a vitamin A 
intake. All the usual preparations of vitamin A cause digestive 
disturbances. Could carotene be given instead? Is it unwise, 
in general, to give vitamin D in concentrated form to elderly 
people ? 

A.—There is no evidence that recurrent infections in man are 
due to a low intake of vitamin A. If it is desired to give this 
patient supplements of vitamin A, liquid vitamin A conc., B.P., 
may be administered in daily doses of 14 minims (0.09 ml.). 
This is suspended in oil, but surely so small an amount would 
be tolerated. In any case, it could be administered in food 
without the patient’s knowledge. Carotene can be given instead, 
if necessary, in the form of tablets containing 4,500 units (daily 
requirement, 4,000 units). Actually carotene is equivalent to 
just over half its weight of vitamin A, so that the dose would 
be two tablets daily. Carotene is absorbed from the gut and 
converted into vitamin A in the body. There is no objection to 
old persons taking vitamin D concentrates, provided they do not 
take more than approximately 800 units daily. Why not give 
the patient a combined preparation of vitamins A and D? 
There are preparations available 1 minim (0.06 ml.) of which 
contains a day’s requirements of vitamins A and D. 


Ammoniacal Dermatitis in Infants 

Q.—What causes ammoniacal urine and the associated 
dermatitis in babies, and what can be done to prevent it? 

A.—There are two main theories about ammoniacal derma- 
titis in infants. The first is that a urea-splitting ferment in the 
napkins sets free ammonia. Hence the treatment is to kill the 
ferment by boiling the napkins after soaking them in per- 
chloride of mercury solution overnight, and to apply soothing 
powders or calamine lotion to the inflamed skin. The other 
view is that ammonia is set free by the action of soda in the 
napkins upon combined ammonia salts in the urine. If exces- 
sive acid bodies are being passed as a result of fever or too 
much fat in the diet, then there is more combined ammonia 
in the urine as the outcome of a renal compensatory mechanism, 
with a greater chance of ammonia being liberated. Here it is 
important to reduce fat in the dietary, to give alkalis by mouth, 
such as citrate 5 to 10 gr. (0.32 to 0.65 g.) three times a day, and 
to use boric powder freely in the napkin area to mop up free 
ammonia. If the dermatitis in boy babies goes far enough to 
produce a meatal ulcer, then boric ointment should be applied. 
Either theory or both may be correct. Experience in welfare- 
centre work suggests that adoption of the second view gives 
better practical results as a working basis. ; 


Insulin Sensitivity 

Q.—A woman aged 75 suffers pain on injection of protamine 
zinc insulin, and subsequently reddened, indurated, tender swell- 
ings appear at the sites of injection. Bacterial contamination 
has been excluded. I am informed that all brands of insulin 
now come from a common “ pool.” If this is the case, is there 
any other form of insulin that can be tried ? 

A.—The varieties of insulin available differ to some extent, 
since the processes of extraction from the pancreas and methods 
of purification are not identical. As one brand of protamine 
zinc insulin is causing local reactions, the two others should be 
tried and the one which gives the least reaction persevered with. 


The swellings will probably soon disappear, but if they do not 
the method of desensitization outlined in the answer to the 
question on sensitivity to insulin (British Medical Journaj, 
Sept. 20,. 1947, p. 475) should be adopted. 


Athlete’s Foot 

Q.—It has been reported to me that there was an increase 
of athlete's foot last summer and that the persons affected 
had attended the public swimming-baths. Now it is winter, 
what is the best way to disinfect the duck-boards, as they appear 
to be a possible source of infection? What would be the best 
way to disinfect them in the summer, apart from scrubbing 
them with soap and water daily ? 

.—It is doubtful if duck-boards, etc., are a very serious 
source of infection, but in winter a thorough treatment with 
formalin would probably be wise, followed by scrubbing with 
soap and water. This measure ‘could also be employed 
occasionally in the summer. 


. NOTES AND COMMENTS 


Leukoplakia and Kraurosis Vulvae—Mr. STANLEY Way 
(Newcastle-upon-Tyne) writes: In “ Any Questions ? " (Dec. 4, 1948, 
p. 1005) your writer gave a brief and concise account of kraurosis 
and leukoplakia of the vulva, and, in giving the incidence of the 
association of carcinoma of the vulva with leukoplakia, quoted along 
with the figures of Bonney and Taussig my own findings as pub- 
lished in my recent Hunterian Lecture to the Royal College of 
Surgeons. In your issue of Jan. 1 (p. 42) Dr. Elizabeth Hunt states 
that when cancer occurs in association with leukoplakia it is found 
on the internal surface of the vulva only, and from this she concludes 
that excision of the vulval skin is not justified. This statement 
is completely erroneous. I cannot give the exact figures for my last 
100 cases, but I can state with certainty that in the last 20 cases of 
cancer of the vulva which I have treated and in which leukoplakia 
existed the external surface of the vulva was affected by tumour 
in every one. In six both the external and internal surfaces were 
involved with tumour, and only in two was the tumour confined to 
the mucous surface, but this was extensively affected by leukoplakia. 
Is Dr. Hunt not aware that both the skin and the mucous surfaces 
can be affected by this disease ? I think it is probable that some cases 
of leukoplakia of the vulva may never become malignant, but there 
is absolutely no means of telling which are which, and therefore 
I feel most strongly that immediate excision of the leukoplakic vulva 
is the right and proper treatment. Cancer of the vulva is one of 
the very few examples of malignant disease in which prophylactic 
treatment can be applied with a fair measure of success. It seems 
a pity then that your readers should have doubts about this put 
before them by such an authority as Dr. Hunt, Finally, whilst I 
would agree with Dr. Hunt that there are lesions of the vulva which 
are wrongly called leukoplakia, there are far more lesions which are 
given high-sounding names by dermatologists but which are in fact 
the disease which less ambitious gynaecologists are content to call 
leukoplakia. 


Rh Factor and -—Dr. S. A. Doxtapis (Sheffield) writes: 
In “ Any Questions ? ” (Jan. 1, p. 42) it is stated that in the presence 
of Rh antibodies in the mother’s blood the infant should be trans- 
fused “without delay if its cells are found to be sensitized to 
Coombs’s test.” May I suggest that unless the writer had in mind 
replacement transfusion his advice is contrary to the opinion of many 
experienced workers ? To give an ordinary transfusion to an infant 
before it becomes anaemic is unjustified and potentially dangerous. It 
is further stated that “ there is little or no danger to the first foetus 
from this cause (presumably haemolytic disease of the newborn) 
unless in twin pregnancy.” As far as I am aware twins are not 
more likely to be affected by this disease than single foetuses either 
in the first or subsequent pregnancies. Should there be any evidence 
for such a likelihood a reference to it would be much appreciated. 


Correction.—In the note in “ Books Received ” (Jan. 15, p. 104) 
on Cardiology by Dr. W. Evans, we should have stated that his 
book is intended for postgraduate students and medical practitioners 
as well as medical students. 
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